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(54) & 4%

(S)-7-(1-7 M B 3K 55 & b -4-3K)-2-(4- K 8 AL K HK)-4,5,6,7-v9 @ obok 32 [1,5-A]-% oz -3- F B RE 69 &
3~ AR R

(D&

ANESA A R ] Btk 89(S)-7-(1- 7 Mi B 2K 55 S otbog-4-38)-2-(4- K A A K 5K)-4,5,6,7-m9 F mbok
3[1,5-a]%=e-3-F 8ty &7 ~ BB 2AERELY > UR LAV AERERTORERAE
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The present invention relates to a crystalline form of (S)-7-(1-acryloylpiperidin-4-yl)-2-(4-
phenoxyphenyl)-4,5,6,7-tetra-hydropyrazolo[1,5-a]pyrimidine-3-carboxamide for inhibiting Btk, methods
of preparation thereof and pharmaceutical compositions, and use of the crystalline form above in the

treatment of a disease, or in the manufacturing of a medicament for the treatment of a disease.
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GECEEA Y (S)-7-(1-NMGEEE /N EHIE-4-K)-2-(4- R EE A E)-
4,5,6,7-PO S IEMEG 1, 5-AmnE-3- FH ERhE Ay A ~ HLELH
AR

[ 37 3H42%%)]  CRYSTALLINE FORM OF (S)-7-(1-

ACRYLOYLPIPERIDIN-4-YL)-2-(4-
PHENOXYPHENYL)-4,5.6,7-
TETRAHYDROPYRAZOLO[1,5-A]PYRIMIDINE-3-
CARBOXAMIDE, PREPARATION, AND USES

THEREOF

(3]

ASE A K A BYAIRIBEY(S)-7-(1-P M B A /S S g -4-5)-2-(4- R B A TR
£5)-4,5,6,7-VU g IEE e G 1,5-a] v mE-3- FH A e B & B~ LBl V5 /AR e &
Yo LUK E i SR TR R IR T B R AR B B i B B S R Y 259 T Y

ﬁo

€39

The present invention relates to a crystalline form of (S)-7-(1-acryloylpiperidin-
4-yl)-2-(4-phenoxyphenyl)-4,5,6,7-tetra-hydropyrazolo[1,5-a]pyrimidine-3-
carboxamide for inhibiting Btk, methods of preparation therecof and pharmaceutical
compositions, and use of the crystalline form above in the treatment of a disease, or in

the manufacturing of a medicament for the treatment of a disease.
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[ SRR EHE )

[ 3T ) (S)-7-(1-IN I HEES /S EITE-4-55)-2-(4- R A A E)-
4,5,6,7-VUZ LG 1,5-A]wete-3- HH Bghe ey s 2y - HBUE
IR

ERE AT CRYSTALLINE FORM OF (S)-7-(1-
ACRYLOYLPIPERIDIN-4-YL)-2-(4-
PHENOXYPHENYL)-4,5,6,7-
TETRAHYDROPYRAZOLOJ[1,5-A]PYRIMIDINE-3-
CARBOXAMIDE, PREPARATION, AND USES
THEREOF

CRREED

[0001]  ASSEIH Ko (S)-7-(1-N Wbl Ak 7S @ e -4-F5)-2-(4- R | AR ) -
4.5,6,7-VU G EEPANG 1, 5-a] i E-3- FH AR Y S 2 o ACSERHIE I K B ek L AR S
ELLURAE R A E Ry Bkl IRy 57k -

[ Rl ]

[0002] i EGA R B H I8 (Bruton'shl S 5N, Btk)/E Techt B 5
FiE(Vetrie et al., Nature 361: 226-233, 1993 ; Bradshaw, Cell Signal. 22: 1175-84,
2010) - Btk BEFIRAE A 77 45 0 ARG AOBAHAE ~ FE R 4 AR A0 B w4 AR
(Smith et al., J. Immunol. 152: 557-565, 1994)A(i i A E8E - FERLREASAHT
Btk{EB-4 A1 57 BE(BCR)FIFcR{Z 57 (F EH R (S h S E AR A - O KB-4fif &%
B - {b(Khan, Immunol. Res. 23: 147, 2001) - Btkiq_F#Src-Z2 B sk 40E -
— BFUE - BtkiE [ RFPLC viE B (L - 2 2OHB-4H A o) A8 A0 VE B 7F A
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(Humphries et al., J. Biol.Chem. 279: 37651, 2004) °

[0003] IEER(EIREERICZEFMERVRET - dRiEBkAYANR THyZEE IS
R YR (VB SR e A A BRI o A R X sR Iy BREE 5 MAE(XLA)
(Conley et al., Annu. Rev. Immunol. 27: 199-227, 2009) - FEHIBCR-1 M EH(SHE{E
HeHERNB-MATE(L - EECRENHBREMNRMRR « ERATH TR
Btk I HY /N B 5% R IR R AR RV R Sk A DU © EE4h - Rituxan » —Fd0H
PrEEB-4HAEHYCD2047188 - HERPRIAFEIE R 1 B-AlEf K& R M RImsa AR
RMERRET R ~ RGEMEALBHIRE A 2 S MERE AL T WY BR 88 (F R (Gurcan et al., Int
Immunopharmacol. 9: 10-25, 2009) - [K[tt - Bkl a] DL & 5 fe o Al
Ko/ SR MR o

[0004] [ESh > Btkdy R E S (EAEB-AHAMRE BHY R IR 2 o S 1 B S AE
F > FTERHIEIBtka] B 7Y a8 T M0 % JE S (Davis et al., Nature 463: 88-92,
2010) - G125 YR Ersd SR BT BIAUIREIPCL-3276 575 55U a4 T A AL HYB-
4HREMREE BB (F40 > 54™ American Society of Hematology (ASH) annual meeting
abstract, Dec. 2012: 686 The Bruton's Tyrosine Kinase (Btk) Inhibitor, Ibrutinib (PCI-
32765), Has Preferential Activity in the ABC Subtype of Relapsed/Refractory De Novo
Diffuse Large B-Cell lymphoma (DLBCL): Interim results of a Multicenter, Open-
Label, Phase I Study) - 1 BtKAE 2 ({3 57 i B EE 1€ op 8 R s 6 1 S 0
F > Bk $101 f Bi £E Ry 1 3% 82 Fo/50 1 % 8 <2 B E K B JE(Mohamed et al.,
Immunol. Rev. 228: 58-73, 2009 ; Pan, Drug News perspect 21: 357-362, 2008 ;
Rokosz et al., Expert Opin. Ther. Targets 12: 883-903, 2008 ; Uckun et al., Anti-cancer
Agents Med. Chem. 7: 624-632, 2007 ; Lou et al, J. Med. Chem. 55(10): 4539-4550),

2012)
[0005] ERFEHZEWO2014173289A% B2 | — ZHIHY1E RBtkilll Gl B 6
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EHIR(EEY) - BRGNS - WO2014173289 A% R 1(S)-7-(1-IAERE: /S s iHE e -
4-F6)-2-(4-ZR AT FL)-4,5,6,7-VU G LR [1,5-a] W bE-3- FH B R (F T SCH BB
&)

[0006] AEEMIUZARAT ~ FrRUEATIR ol HHIBTKORBEIHIR] - {EER
PRATTFE T (E AV BT ~ B RERYBT STRIB YT 72 A eV E R IAME
EYI ARSI B-AH A S R R g TP B R R AR R PR RS RV - IR
IHIBTKEHEGFR ~ FGR ~ FRK ~ HER2 ~ HER4 ~ ITK ~ JAK3 ~ LCKFITEC - 4k
EYEURELEE FE(ibrutinib) BEFEVE A TR EEEIRE B CELEE
DHVEITERT © EA1 - AEEPILHE N K 5gavI TK GRS A 2 5 BT B
HUR B MEARRE - BV A AR 3 14 (ADCO)BRE /NAEE JE > I A A o] 1 B
25 BB E M ADCCHGE MEFTAG A & FI B 5 B- AR & M Rl g s e (1 B 47
HYDRL

[0007) ERFRATZ ErHERE - AR EMNKER &S ZE28 R EEI E A
HEREHFUMRT ALY HEREN 2B EEE S ETEREE T EX
& o IS > BUREBCATREFRVMELE - S E R EFRVEYNRE - 2
HEZEMM - IWSEFHRMORIE TR RISt P E— P P E{EEY -

[0008] 7AiMy > HRIZWO 2014173289AFAEEPRTIVEFE A > 834k
EVRMER » BE—PEE TETANXF S A CTHENEE - MERE
ABREA AR E(C AT - LBTBATR - R LUIEE R 2T

=174
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Aol e — o o - SR RAREMEAE DAL - NIt - A ERFSEIE Y
{E&Y - HEAEUEEEMEFIRE AR - BN sy iR -

[#IHNE]

[0009] AZIH AL Bt #TR{eSRy R - HEASEEER
R H AR EATHR4R BRI RAFAL25C/60%RH = 224(M A B0E £ (140°C/75%RH
= zEo(E A it -

[0010] fEsf—REES - AHFARH rEE&WIHYEE

e}

S5O
L& -
(0011) FE—ELFHERIT - ALSPIIHY S A RdE Rk SO B i
A”) e
[0012] 7E5F_RRER - AHF AR IMLEYBG-130VE A » X5 K
75T E R 1A F—2 -
L

HoN

N
HN\\_N)'-"CNH

112 L-DBTA
{E&¥IBG-13

[0013] {ESE=REEL - AHEEAR TMEEWIVER X

[0014] AHFEEAR 7 ANEAELEY1HIFTesILE - BRI

F4H - 360 HEVEIFE)
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YRRV EEY) -

= If

[0015] FesRPURER: - AHEGEAR 7 AHF AR RIANEIE A -

[0016] fEsBAfEE - AHFARH I BHEcY - HEa/aFaiEr
AHEE AR AAA

[0017] LR/ REE%  AHEEAR I RMIRZEES T A HE AR
B AL 58 & BN S BUOE ME R RAEVBRIRAY J70%

[0018) LSRRGtk - AHEEARM I MRS ES TAHE AR
RIAfEAZed 3 e DU T RYRRRY 77k © BIEMRE - B S REMRE
SRV ~ BEEBCHL WA B SRR & -

[0019) L5 /\REH% - AHEEAR I RMIRZEES T A HE AR
B AfE 250 BT Bt B B- Al T M R (R S M/ 2 & R B - A e M R Y B -
ARG IR VBRI 7k - AL REERRY — SRR > A AR R mZE
EHHETAHEARHNSEAL ZHE T aREE S LU TN HYB-AiAEsE fE M R m ey Uy
& 1SN EMIETE B MR - JFERIRER - WA RBAMRERE - =4
REMER ~ IEEMRER - BMREMEEE A - NEMREERER - K
HEr R ENRESE - E&ENERE - BAEE A - AR A MR -
BCH I ECE AR H & o

[0020] FESE LREER » AHEE AR 7 AHFE A REALRFIEFEZ
aoa o B IS BB MEARRRRY 20— T RIm R Y YR AR
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[0021] FESB-TREER - KHFAR 7 AHFE AR SIEAL E mIa 2
se TEEE DL N HYRIFHVER TR R A © SBEMRE - BB REIERIE ~ RN
PRI~ FEEBC A TEECE ZAEAYHE -

[0022] FESS-T+—R&E - AHBF AR VT AHB AR S AL R IER
~Zaice T EEE DL N HYB-HAEE FEME R R Y EEY TR R A AR B-AHRE M AR B R
S M/EE a1 B- RS R - (ERZ RRA— S E )T - AHEE AR A
O BRRY S AL B VA <2 5 R 8 B DU TS WY B- 4 AR T MR I B B HR A
SR O R - JFE RS - JEEE KB EE - B4
RS ~ DR MO ~ 18 MM AR B s ~ /NS AR MO ~ B
MR M ERREOIME - BEEMKEE - 2SR - (EEFES MR
s H R B ZAEH S -

[0023] FES+ 85 - AHFEARH bWy EAREE X - &
AR b eyt ER AL TERRR RS - UPEUEEER © M4 ER
PRIFAE DR - BCE R ECA tREE R PR B —ERiSiE - DAE S AYARTHY - AT
HCEEIRG 2 Fy

LBE LB Ok = 1:0.6-0.7HSFEEL
L L5 BElE = 1:0.6-0. 7RSAEEL
LW LB ER C5E = 1:0.6-1 2887&LEE

LEEH B Ot = 1:0.6-1 258F8EE

HZ O = 1.0:0.2-0 48875LE

HHZR R O = 1.0:0.1-0 285 F&EE

LB ER e = 0.6-0.8:1 . 0BSTELL

IPAC:IR 5% = 1.0:0.2-1. 088F&[L 5 B¢

LBEE T HarC ke = 1.0:0.2-1.058F4LE -

56 H » 3 60 HEVREIFE)
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[0024] FE—(EEHEFIF - (EEPNARER 2 Hee(E KHR90% 1155
—EHHT - (e VIEER I 2 Hee(E R597% -

(ERNGESTEED

[0025] [E1PRESEZIAFIXRPDIE -

[0026] [E2]/RiEBARYDSCH4R -

[0027] [ESIREEZIARITGARRER -

[0028] [E4I/~H&EEIARY'H-NMR -

[0029] [EISIRESEBARPC-NMR -

[0030] [E6I/RHi&EEARIDVSIE -

[0031] [E7APRHAEE®EYEE P EXAIXRPDHYE

[0032] [E7BIREMEEAYIEE P ARImDSCHI4E » mHRERF
TCHYB R LR £ 79.7°C (RERDRE)

[0033) [ESI/RHBG-13AYE Y4B ET4ERE -

[0034] [E9E RaRIABG-130VEHE FHIEHE

[0035] [E10~HIBG-13HY 5 FHY FASHERE -

[0036) [[E{11]7~HBG-131E S EIXRPDIE -

[(Eh5=\]

[0037] “ASHAH NSRS FRE &Y > HIREA - (25
TERFERY R TR - BUREERYVE fYeeEAIILATIRVELG) » F% - EF5H
LUN A2 MIINTSE © &18753% ~ FOBEIRID ~ &18/28) ~ 2838 Ea
BOVFENGER - KEDERIEGERE - ERFFANES A EMHE
HARHY -

£ 7H 360 HEVEIFE)
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[0038] i PREGEFIE~TEIARAEE39.4 £2°C (FE4ARE)RIHEK
Yy B 7 EHERREN: 0 RAIARVEE TA80°C FEF2R  25°C/60%RHETF % 24
{f A E40°C/75%RUMR 2 26(F A - 1 B LS E MOE > A ~ HARA 2 % #Emh
XRPDFHAS « &ERBRE FIFTAIF EOS ABIE RS2 (L - RIFFIIATS0
C BB 71225 C/60%RHZ 2244 H W 7240°C/75%RHMR (4 % 226{[H H By ¥ H iz
TEMEST

[0039] {E—ELEHEfI+ » REANXF G RN BEE S B FETES
LU 20 FEERYETHTIE © 4914.840.2° ~ 16.4+0.2°F121.4+0.2° -

[0040] {E—EFhEfI+ - FEANXF G ROTNER & B AETES
DU 20/ FEERYETHTIE © £914.8£0.2° ~ 15.6£0.2° ~ 16.4+0.2°H121.4+£0.2° «

W}

[0041) GHF—EFHAIF  SAIARIXS G R UTH EE S BRI EE
DL TR208 & B (9 BT 84 1& © £912.240.2° ~ 12.9+£0.2° ~ 14.8+0.2° ~ 15.6+0.2°

16.4£0 2°F{121.4+0.2° -

[0042] FE—SFfEHI+ - FARARNXS G KOS E A& B A BIEEE
DL 208 FE {8 09 157 8 18 £912.2+0.2° ~ 12.9+0.2° ~ 14.840.2° ~ 15.6+£0.2° ~
16.440.2° ~ 17.7+0.2° ~ 18.5+0.2° ~ 20.7+0.2°F121.4+0.2° -

[0043)] fE—SLFHEIF - & ARTXH Gk RKOT R E A A FEE1—
£ o

[0044] FE—ELFfapIF - EAIARTXK G RITH EGRAEER 1T

[0045] R1 REIANXHGELTHE

58 H - 3 60 HEVRIFE)
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iE# | UT5F5(2-0) faalfzE EESEEHES

1 5.432 16.26908 737

2 10.799 8.19295 2.40

3 12.188 7.26191 13.19

4 12.942 6.84040 13.51

5 14.820 5.97780 28.09

6 15.587 5.68534 19.63

7 16.350 542177 29.30

8 17.662 5.02158 13.62

9 18.452 4.80853 11.39

10 | 18.689 474791 8.26

11 [20.729 428515 11.07

12 [21.420 4.14847 100.00

13 |22.035 4.03409 7.59

14 | 22.864 3.88958 6.70

15 |23.684 3.75673 524

16 [25.111 3.54646 2.43

17 ]26.525 3.36044 5.13

18 |26.906 3.31381 6.41

19 [27.126 3.28741 6.92

20 [29.641 3.01393 4.61

21 [30.755 2.90724 2.58

22 36421 2.46692 1.29

[0046] fr—EEBBERVENERIT - FRAIARVIEELR139 £22°C GRE4AIRE) -
[0047] {E—EBBERVEREHIT - SAARYDSCEA [ HifE2—27 -
[0048] HfE—ELBEERVEREHIT - SMAARYTGAZA [ HIE3—2L -
[0049) FE—ELEHEHIF - FAIAZHERRAI(slightly hygroscopic) © f—

§
S
A\t
&
5

 RRIAEARIERIEAT -
EE AT - SEIALERA0C MT5% RHEEF 2% 26 H 1%

BAFEAR FAHERIXS G RCTHXRPD)E © f£—LE/HHAF - AEALR2S
‘CA160% RHfATF 22224 H & B A A EAHRIETX S G K UTH (XRPD)E -

[0051] AHFBEAK T{EEYBG-1307 58 » XSG R ETH B A
F R 1I—2
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N

N
HN\\_N)--"CNH

1/2 L-DBTA
{EEYIBG-13 -

[0052] FE—SLE M+ » BG-136Y & 420 Ry B4 - H S A R (unit cell
dimension)ffEa = 16.7939(4)A > b=7.9871(2) A » ¢ =23.5438(5)A » o= 90.00° >
B = 108.0460(10)°, y=90.00°

[0053) ASF0FATEH RIYBG-130Y 5 L X ST 4R 41 s i B B &1y
SEETAHRRSS -

[0054] AHFFELH MEEWIFRELAEEEELFH 7% 850
FEJFENF HEIHTHRE - ALEPINE AT S A B R A AR & RO A TI4E &Y
HeG IR E ek 1 et AT AU B Y T AR RIVET 2 R - sE A LR AE
>98%HIRRSEE ENMEFEY) - i bEW Ay LUERER A E TR HV BRI 4E
PEREEYN TRV E AR A T A AT S ES - EREENZE 0 A
HHEE A BRRY 7 AL H BT DAs B M s e v i DL e iR B e
1o {EEE AT » JZE 1 FHYBG-9EHAR{LIYaE 5 s DU 22 H e Yy S 2BE 2 )
A EFEIHTRIR (5% ee. 295% ee) o H M BRAY /AL 7 ZE 1 R R A I3 % -

[0055] 5%E1: B LEWIRE LS

%10 H - 3 60 H(#EHHHAE)
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S

/\
O
EDC| HOBT
e
o~ "OH

NH2NHo
\

BG-1
BG-4
~y-

HO N-O~ Q McMgBr Q DMF-DMA Q
>—<:/\N—Boc4> N-Boc ——— N—-Boc ——— N—Boc
o EDCI. —N, —

HOBt o— —N
BG-5 BG-6 BG-7 BG-8
BG-4
- . R
_—
2HCI
BG-9 BG-10 BG-11 BG-11A
oy :
() &
_— = ™~
/ S N
2) HCl
@He \ N 2HCI
o HN  >(  NH
MsOH
D-DBTA J % BG-11C -
_—
. QO
= \\[\1 D-DBTA o
N
HN > NH
A J BG-12
BG-11B W NS A
—_—
\ N
HN  >o(  NH

HoN

N
HN\\_N)»---CNH

BG-12

) r\iN 0
L0
o D

SRE(LEY 1 o
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[0056)] AHEFELRH 7 R EN LGV TE > BEEERE/EE R
BIEyFAE T EE R b e LR FE T bey)

SO

Mgt e/ 22 5

LN ™
N
5=y | T\la

HAPRUB S R R R -
[0057) fE—SeBEHais - R ita L Eaim B R IRN 20 - /il
B TERE - FEOME - ERIEE - FEIE - EREZMREPOA) - HE

=,

EE: ~ L8AIRE ~ 2.22- 2R LEEE - ST BEEHEBOC) ~ 2-5 4
A - TERE(CBLZ) ~ 4-HEETERERE ~ (O5-9-B HEE)RE

(Fmoc) ~ 4-HEH-2,3,6- = FHEGREEARA(Mr) ~ & - FHEBU-HEATE -
[0058] Fr—ELEhafdld - Pt f M il I 88 2 sif5 i+ A L A
B E—EEBENERO G > FTilBE SRBEE R > BFEAEARR
[I((COD)CI],/(R5%S)-MeO-Biphep + [Ir(COD)Cl]/(RE¢S)-Binap  [Ir(COD)CI]/(R
5S)-Tol-Binap ~ [Ir(COD)Cl],/(REZS)-xyl-Binap + [I(COD)CI]/(S,SBR,R)-
Diop * [If(COD)Cl],/(RES)-P-Phos ~ [Ir(COD)Cl],/(REZS)-Tol-P-Phos -
[I((COD)Cl],/(R5%S)-Xyl-P-Phos + [Ir(COD)Cl]»/(R,REZS,S)-Me-DuPhos
[I((COD)CI]/(RES)-SegPhos ~ [Tr(u-Cl)(cod)]o/(RELS)-Ship + [Ir(u-Cl)(cod)]/(REE
S)-Siphos * [Tr(-Cl)(cod)]o/(REZS)-Siphos-PE  [Ir(i-Cl)(cod)]/(RELS)-
MonoPhos - [Tr(i-Cl)(cod)]/(REXS)-tol-SDP ~ [Ir(1-Cl)(cod)]/(S,SBLR, R )-Diop -
[Tr(-Cl)(cod)]o/(S,RER,S)-Tosiphos ~ [Tr(1-Cl)(cod)]o/(RELS)-Binap ~ [Ir(p-

£ 12 H - # 60 HE#EFHHAS)
FCP-067114
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Cl)(cod)]2/(RE¢S)-MeO-Biphep ~ [Ir(p-Cl)(cod)]2/(REES)-Synphos B[ Ir(p-
Cl)(cod)]/(RE%S)-Difluorphosor [Ir(cod),]"X™ (X: f§il #40IBF, ~ NO; ~ OTf ~ PF; ~
SbFfBarF) 40 b Fir it A9 AH BRI AL (i B&(Wen-Bo et al., J. AM. CHEM. SOC. 125,
10536-10537 2003. Damien et al., J. Org. Chem. 77, 4544-4556, 2012. Milos et al.,
Org. Process Res. Dev. 16, 1293-1300, 2012.) ; S£fE #8282 > EHEHEFRR
[Rh(COD),|BF 040 I iy it B9 BC s B8 (Xiang-Ping et al.,Top Organomet Chem 36,
313-354,2011) 5 B &7 8 & 8 & B 16 B 1 IR jARuCly(RES)-BINAP/(RES)-
DAIPEN -~ RuCly(RE(S)-BINAP/(R,RES,S)-DPEN ~ RuCly(SE{R)-BINAP (S,S&Y;
R,R)-DACH - RuCl,[(RES)-Tol-BINAP][(S,SER,R)-DPEN] + RuCl,(R,RES,S)-
Me-DuPHOS/(R,RE(S,S)-DPEN - RuCly(R,RE(S,S)-Et-DuPHOS/(R,RES,S)-
DPEN - RuCly(R,RE(S,S)-Et-DuPHOS/(R,RE(S,S)-DACH ~ RuCly(S,SER,R)-i-Pr-
DuPHOS/(R,RE(S,S)-DPEN - RuCly(RE(S)-HexaPHEMP/(R,RE(S,S)-DPEN -
RuCl,(RE(S)-MeO-BIPHEP/(R, RE(S,S)-DPEN (Christopher et al., Adv. Synth. Catal.
345, 195-201, 2003. Julian et al., Adv. Synth. Catal. 345, 300-307, 2003.) -

[0059) &3 bafi A ARSI E A Rat@sss - oH 2 T HEERa T2 S i
B 2 B T AT S5 % eefly S ILsEFEY:

[0060] AHEFEENH 7oA alb &%) LEHE A L&Y &=
b {EEYVEEMAEN L BEUEE R EES NSRS a b &) -

= IIb
HARB G ~ HA » & ~ 4-HEET A a0 _F AT ey 3 R A freg A&

513 H - 60 HE#EFHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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[0061] FE—EFHHHHF » HEMBREEEARNL-EREE - D-JaR
Bz ~ L-bkiz - D-FebkBg - L-1Efkitefg - D-fefh=it - LA ol - D-B Ak
L-DBTA - D-DBTA - L-DTTAEZ(D-DTTA -

[0062] AHFFELR 7oA lefb &Y AR FH L&Y EEE=1d
{EEVIRHENSER % - BREDSEN RN R bEaY) -

e S

B
(@] [ O\
HaN \ ‘NN HzN \\NE\J HER
HN\_)—CN—R‘ HN Yol N-R!

e Id
HARB G ~ HA » & ~ 4-HEET A a0 _F AT ey 3 R A freg A&
o
[0063] fE—LFHHHF » HEMBREEEARNL-EREE - D-JaR
Bz ~ L-bkiz - D-FebkBg - L-1Efkitefg - D-fefh=it - LA ol - D-B Ak
L-DBTA - D-DBTA - L-DTTAEZ(D-DTTA -
[0064] “AHFFENH 7 AREALEYIHY e o E =1

LBV EE

AN

\\!\l H,N \ N
Ftle ZoIf
(00651 [LAh - AHIFRERE ©EBEANRE A - AHFAREE

%14 H - # 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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ARt e 20— AR o HIERRE AT SR A H R A LYK E
ff - BRI B R HERSS) « LAl R/ EORIIR AR AR AR b e
VIR MR A B ) LB VARG 2 THY B S E R © &5 58 AT RE (e
FERAN (o B S it AN FH B A BRAY SR Y R AR B3R -

[0066] fE—LEHEFIT - RETARYE F HARELU TN FER © Ri(S)-7-(1-

FERE(EEM)EBADCMAE » ST B/ARIEA » (EEA/MTBEFRE4E S » 55 H
g

[0067) F—ELTHEHIT > RAARVEG AR T PR © fHba?l
FBEEALEAT - RINCkE > SR HREE -

[0068) fr—ScEHEFIT - FELARYRUE AR MR OB BRI 2 EfE
{EEYNEGH G R AL ALE A M S RS A AR H AV A IROKE ] - H ATl s
Bl ELFE(HA PRI HORUIEBERE - i H A A B R By a B AL s (H A TR PR
DMAc ~ EtOAc ~ DCM ~ HZKH12-MeTHF -

[0069) f—ELFHERIT - RAARVEE HAR MR b S B0 H] &2
ALETER TP RYE RN RER] - W CRT e SRE BB A TP 28 3 1L i L
B e Es Y B RO B AE R KB IR > Lo B A7 AL R (B R PR B P R AT
EtOAc - 3lf H ATl ROE B ELIE (B A RS IEFEE -

[0070] AHFEAH 7 —EEFEEHeY  HESBFRANENFIA

N

FISSEE b o] iz Z BRI » fE—ELEHa B+ BYIHRORG T » f£—
BB HE G T - BREEAH AR E W% E 99 W%l YA o fF— b (R

EFHEE T > BREAH SYES ] Wwt% 270 wt%H S HIA o fF— b B e Y B R 5]
b BEEEAH - S1E1S 10 wt% 230 wtY%H S EIA o

[0071] “ASEURERRAL 7R 2G4 TR AL 25 E T/aREGH

15 H - # 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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B3 B H S BtlOE MAR BRE RIS AT )70 -

[0072)] ARSFIFERAL 7 a 28 &4 T RAALZHE FaFETHE
e 8 DUTRRAY 1% © BIEMRR - BB REER - RN - FEEE
W THEEE AR YAH S -

[0073] ARSFIFERAL 7 a 28B4 T RAALZHE FIaRETHE
B B-4RA G TE MBRIRAY )70k

[0074) AE—LLEHEHIF - FrafiB-4H A0 78 0w B B-4RRE M g
BFEARRIMERE - IRE =T CMERBNHL) - HECABAAZMKT B (DLBCL)
EAADMERMCL) ~ JREADREREFL) ~ A EAIiEM: 5 mim(CLL) ~ /N
2 4 A MM R (SLL) ~ FLRE & i i fis EEKE 0 IMIE(WM) ~ B & &R
(MZL) ~ BHAE A MmHCL) ~ BER EmHEBL) -

[0075) AE—sEEfupIF - FraiB-4EAES FE IR R 8 3 M/ #A T (R/R)
B-4fiAE sl o B FE(HRPRFAR/ R MCL ~ R/R CLL ~ R/R SLL ~ R/R WM »

[0076] AHIFEARAY AT AR BUE L2 E e E £ /D — @B
HA S BtlOE AR RRE IR AT EEY) -

[0077) AKHGEARAYFEAT AN EE L5 E TaFEEE DU THYE
TREIVEEY) © BIEMERR - BB REEER - MR - s iE s 2
A4S

[0078) AHIFEARAYSIIAT HNEE L2 & e E LI T HYB-
AR TE M IR HEEY) © B-ARAM T M AR R EAE 58 M S & M B- AR I AR

[0079) e ¥rAVERPREAERT 58 B L &Y EAREAR(TN)FITE 25 1/
SATER/R) B-4HALTE M fsg o (B4 WMD) it 24 AT - £ a5 HER 422 8
BERG TP B A 8 B40%HYJE & I B - B E(VGPR)ZRIL H LL12 38 A #Y- V1985
[ S 14242 B 5 ] 5 H 3 th B 590%H 48 28 JE #2(ORR) » 3 H fCLL/SLL

%16 H - £ 60 H(#EHHHAE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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B AEYBEEFERY10.5( A 8-V lER iy - SEEERE(94%) LIaR FErR IR
{E(3%) -
EE

[0080) FRIEALASLH TR S5SNERRTRE » & RIASHIER AT RV AT oA
o AR s BA AR AT B I i A 2 i E AR = % -

[0081) “AHFEFEF RKELME - BEIPAAVFEEN—  “—&”
FI“Fral” » AL E MTEHERVEEEE > FRIE L T CE IR F R -
1w P B QT T LRSI i (I 4 b=t e N i P B R ER - a5 a | W )
TR S AHIE BRI N B ERBVZF FERP RN 7% - Hal s e U A 5
PR T30k

[0082] “AHEEABHRYGA B RBAERYEE S, - AH R AAYMEE REE
Iy ETE £ /085 wit%e ~ (BHEEE/DI5 wi% ~ FRHEEE /D99 WVl A HEE A HHAY S
BIA -

[0083) ¥PVAHEEAREYMA - ARG 7 XieE]  REARFEMHY -

BUEHY ~ B R/EA] EEAE Y ¢ MmO B R A LT A B E S
I T W AT A R SRR Y S B N B R (T B (R 46 LAY/ N T2 > BB AL FT4a E
+0.2) o

[0084] AHIEEABARY XS &R ROTH EISEE 1B A E—80 25t
B 1 IR XS G KOS R - Horh Rl A5 S EREAT10% ~ (BEEX
R20%8iE - FHBE 1 B i i (AR B R AR AL A 100%)I = -

[0085) LA TEE(fERDE E M Ham S FEE T - FRIE BT O HME
Ko BRI "R REREN A N EE" HErR gL EEpTiT
BEEI R REES R ES - BN IR ER AR BEC B 28
B ERHERG - EAHFERE > iiisE"BE E R ANRE 2" > AR

£ 17 H - # 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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{50 FEF AT A By flnE B -

[0086] AHIEE(ERHIMIRE TBRARER EIEES T 23 G/ RA
ERIAEOAIERY £/ —TBER R AEIRET - e L EZ IR ~ ik BUEIRAY G HHY
{LEVRIE - BFANEIBLEY) > IR - WIE > K/EIRIFEIRERTE
iR RIFEURIERY R AR > K/ ERIR IR ERVIEIR - FRaR sl BRI
KB EFE AN EEMEI(E - ALEEE R PHYEE BB AT
ANEZEIN S RIE R ENEREE - A aRENELT - aFE
MBI ARUEERA ~ IESGR A S HRAVEE -

[0087] HEAHFAFHIMEEVRIBEEHSY JEOR - RA~EH
5 - IR NEEHGE T AT RENZHE - HRNORG T > Basia?a] R
ARG SR R A ~ fo R - BUrH - BHEE - R OKEOH B R
HALRAE BB OMEAT AR - BERE  HRBEEING T > BERH o R
AR KR HEERREY) - R K - (BEE - BEEEE G YRR
HRE -~ BRRE - B3 - 2 - REEECEEE - EEES BEEE o BEEE
HEYE R EAREREREEEI LGS T - I BEEE Y — P H &3
SMNTEMERST ©

(0088 AHAEE/ABARYES SE4H SRR HlRIEN Al #8 rh B Sl sk ey H R
FRSUE o Bl > SRR T B — R B AR R R = AR B A AT R Y B
“BREE LR RIS fE T AR SR BURR E R SEYIEAS - B0 ¢ AR
Bl o FERIFEAUK ~ SAEAREEE - EEREEORY - EREE  fhaBEE R
HROITEY ~ FBE - WP LIGUISIERRPVP) © BRBEEOH I & fefE
Bzt a8 As « WREZSSAIURER S © UWOE SRR NF e (b a)  FRE SR
W+7NE - USRI E s EANERL - RS REEIE O - HEREEEES - R
Besk ~ BMLEESE - BN > BERHGYIE P B MRS a2 R

%18 H - 60 H(HHHHE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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st A7 (decentralized agent) ~ F2ER] ~ SETHR] -

B OV - HELEY - HHEIRAE -

[0089]

fTRERE" 2 RO S AR -

5
HER

MeE R e AR ~ A8 - &~ IEREUEEE -

|~ G -

[0090] #4BE:
AcOH %
AEs TR E
BID — KRR
CLL MMM E A A i
Con. =30
D-DBTA (28, 35)- _FEHEEE A A%
DDQ 2.3-_5-5.6- &5 FH-1.4-FKN
DCM _EHE
DIEA N,N-ZSFHNE W
DLBCL SRR B 4HHEARES B
DMAc N.N- - HHEL 7 i
DMF N,N-_ HHELEH e
DMF-DMA N,N-_ FAELERfifpe — FA L 7 4t
DMSO —_FRAASnE,
DSC TR EERVE
DVS ENREZE R
EA ZF 2B, EtOAc
EDCI 1- 2 F5-3-(3- BRI B N A bk — i i
EtOH g
FL e MR
GC RAEENT
GCMS RAEENTE
HOAc %
HOBt FRELZRD — M
HPLC SO BT
IPA BN
IPAC Z I N
IPC TR
KF Karl-Fischer
L-DBTA (2R, 3R)- A HERELH A%
LOQ EHITR
MCL E4HRER
MeCN % ACN | 25
519 - 4 60 HEHE)
FCP-067114
111117667 FRERSE A0101

Zin ek

[ H =]l

1112025137-0
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MeMgBr AR LR

MeOH i

2-MeTHF 2- FH LU S
MIBE 4-EHEL-2- TR
MsOH EF R

MTBE FHEGR T Bt
NHL JEE AT
NLT SN

NMP 1- B L2 - ML D& IE ]
NMR ARSI

NMT N

ORR HHEEER

Pd i

pH i

POA REE LR
QD —RK—K

RH HHERE

SLL /RS SR AR T
RT o

TEA =M

TGA EREE T

THF V0 & R IR

TN REC B

VGPR IR T EE
XRPD X Bk ROTET
WM TLER B TR i BBk & H ILE

iyl

[0091]) ASFIHME—F MR A LI T ERETREIMERH - B2
A AZ ELPRA -

B BUE(S)-7-(1-WIGEEE /N S E-4-25)-2-(4-F S BT E)-4,5,6,7-TU4,
IEPARAE [ 1,5-a]WETE-3- R EERE (1L &9 R S EIA

FERl © 2RBG-2

520 H - 3 60 H(#EHEHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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BG-2
[0092] FHEERESEN » T10CHEA (5 v) » HOBT (1.2&%) ~ EDCI(1.2
= 8)  S-ARFERHEEBG-1,80Ke, 1.0EE)NN _AF(1.2E E)HVAERANINITEA
248 8) - ARGV Z RIRFFE R IESTH - JREYIAEE L HIEEFLAEA
e o IR EANaHCOs 7K 2L ANHACLAE i » A LTS N HaSO4%
TR IRFE « (EHBEAISLACRYE - it - B LW E LK A ZER
e o 4NHEE]79.9 KgfYBG-2 « '"HNMR (DMSO-ds) 8 7.62 (d, /= 8.6 Hz, 2H), 7.46-

ik

~~

7.38 (m, 2H), 7.18 (t, J = 7.4 Hz, 1H), 7.06 (d, J = 8.0 Hz, 2H), 6.94 (d, J = 8.6 Hz,
2H) -
TER2 © ARKBG-3

[0093) FEERAST @ F85°CHEBG-2 (79.9 kg, 1.0 £){EMeCN (5.0 v)
FHYERANIIZE =HEEFEI(12.0 v) « BFEEEESYE I ESER - BUEH
FAHPLCI i - BZERHE « BRERYIE-PrOHMI iR it < )R E&REL - H
IEEFLA Che iR S H 22 Rz o WIS E]71.7 KghUEY) - 'H NMR (400 MHz,
DMSO-de) §7.70 (d, J = 8.4 Hz, 2H), 7.52-7.45 (m, 2H), 7.28 (t,J = 7.6 Hz, 1H), 7.22-
7.06 (m, 4H), 3.93 (s, 3H)

F21H - # 60 HEHFHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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FEE3 + GEBG-4

BG-4

[0094] EERRAT » IWMENISCHKESSF > 1BG-3 (71.6 kg, 1.0E
EMELEEQ.S vFHEREIIEEEIF(.0E BMELFR(0.6 VFIVER © K5
EhNE R = R E R ETR  B7K@4.0 vIRIIZERIESS < B IRA R <4l
£5C » Bt HIEFLAK(L.0 vk - JEaF B 2EH2EE - WLHE1FE166.9 KgHIEY)
'H NMR (DMSO-de) § 12.11 (br s, 1H), 7.80 (d, J = 8.8 Hz, 2H), 7.46-7.39 (m, 2H),
7.18 (t,J = 7.6 Hz, 1H), 7.12-7.04 (m, 4H), 6.43 (br s, 2H) -

FERAE6 G HBG-8

\N/O\ O
HO H O, MeMgBr o} DMF-DMA
}—CN—BOC _— = N-Boc — N-Boc — N—Boc
o EDCI, TEA —N THF —
HOBt, DCM o— —NJ
BG-5 BG-6 BG-7 BG-8

[0095] F{EHFAISTC > [AIDCM (8.0 v) ~ BG-5 (80.0 Kg, 1.0& &) ~ NO-_
HHEFCARE R ER(1. 28 &) ~ HOBt (1.2EE)MEDCI (128 8)HEEY TR
TEA 2.6E8) - BEEYINE RIBH EFIRETH - BEL BIEEFLADCM (1.0 v)i%
FRRIK - JEREA20% NHLCIKZERG < 4.0 vZLHF - RREEZ RS EIEY)
BG-6 » HAKHE— S AN RET T o BERYIE A HZ(5.0 v)FITHF (1.0
V)i > ZElE10T > FR10CEIIMeMgBr (148 &) HARNE IR E RIS E
SERR o EIRABIEERN0TC » PMEF 10T EINEAINHLCIKER © SR &Yk
THE ~ M08 - HAAMHLINaCUKE IR BRI K - AHEMHEREEEIHE
V) » R HE—HACRNRET TR - fEDMF (2.5 v)HIDMF-DMA (2.5 v)§HY
WERPIPNOC B EFIR BT - RIERESW& LA - BYE H A% IR

F22H - 60 HEFEHHAS)

\

d\

FCP-067114

111117667 FEESE A0101 1112025137-0
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DCM » &GREYLABFINHLCIKA R o At e KORME IR AN CiTimm
it o JREE&HL B SIS o JEE E ke o WIL1E5182.2 KghYHAZ &E
#] « 'H NMR (DMSO-dg) 5 7.49 (d,J = 12.6 Hz, 1H), 5.01 (d,.J = 12.6 Hz, 1H), 3.99-
3.82 (m, 2H), 3.14-2.94 (m, 2H), 2.89-2.61 (m, 6H), 2.49-2 37 (m, 1H), 1.66-1.56 (m,
2H), 1.39 (s, 9H), 1.39-1.20 (m, 2H) -

SERT ¢ 5hBG-9

Q
N—Boc L
— HOAc, ¥ %

—N
\

BG-8 BG-9

[0096] FEEGRRBA T  KEHZ(8.0v) ~ AcOH (0.5 v) ~ BG-8 (1.2E &)
BG-4 (66.9 Kg 1.0EB)AVESYIIIEA RIS C B HEIRETH < JREW&s
Al JRHE N TE T RS HE L HIES LIRS o JEE R A 2257
1 o WIHEF]107.8 KelyEEY) < 'H NMR (DMSO-ds) § 8.78 (d, J = 4.6 Hz, 1H),
8.15-8.07 (m, 2H), 7.51-7.41 (m, 2H), 7.34 (d, J = 4.6 Hz, 1H), 7.27-7.19 (m, 3H),
7.17-7.10 (m, 2H), 4.24-4.02 (m, 2H), 3.81-3.69 (m, 1H), 3.12-3.82 (m, 2H), 2.15-2.04
(m, 2H), 1.76-1.60 (m, 2H), 1.43 (s, 9H) *

FEE8 © G pkBG-10

BG-10

[0097] #4EN,F » [&THF (10.0 v) ~ BG-9 (13.0 Kg, 1.0% 8)FID-DBTA

(LOEBEHVEGYIRINPA/C (10% wiw) » HESRE | AR EES Hik SR BT R

23 H 0 60 HEFEHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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%£1.8 MPa - [ZJEZSGZ S/ ANELR40°C WIEFE HRIR JESTERK - REVIARBEK S
Al N o HIEEFLATHE 2R o JRREUERL B 22 R4HE  /NIIDCM - JRERPIEK
NaHCO:7/KIER A BAEIEMTBENI O AT E - A &EEL - WIS E
Zetizke  IREHAZA L EYI(UEE © 94 .8%FI4HE © 98.5%) - 'H-NMR (DMSO-ds) §
7.82-7.76 (m, 2H), 7.56-7.51 (m, 1H), 7.45-7.37 (m, 2H), 7.21-7.14 (m, 1H), 7.12-7.03
(m, 4H), 4.09-3.91 (m, 3H), 3.30-3.22 (m, 2H), 2.82-2.55 (m, 2H), 2.18-1.99 (m, 2H),
1.98-1.86 (m, 1H), 1.69-1.58 (m, 1H), 1.56-1.45 (m, 1H), 1.38 (s, 9H), 1.32-1.13 (m,
2H) -
BRI ¢ ARKBG-11

2HCI

BG-11

[0098] FEERES T > [HBG-10 (100.0 Kg 1.0% E){EDCM (6.0 v)Ffy
BT ATHCYEOH (20.9% wiw, 2.0 v) » BFEE SV E RN ESERL © KMTBE
(4.0VIRINETBR » 24l - ZIEEHHETEE LWL LAC (2.0 VYRR » IR
LK vVFFEERHE @ ILFERERL - JEEFLACEEQR.0 V)L A 2R - 4
251852 KgfyEY) - 'H-NMR (DMSO-de) 5 9.25-8.85 (m, 2H), 7.84-7.70 (m,

2H), 7.47-7.37 (m, 2H), 7.18 (t, J = 7.4 Hz, 1H), 7.12-7.03 (m, 4H), 5.73 (br s, 2H),
4.12-4.03 (m, 1H), 3.25-3.19 (m, 4H), 2.90-2.73 (m, 2H), 2.28-2.12 (m, 1H), 2.10-2.00
(m, 1H), 1.99-1.86 (m, 1H), 1.84-1.52 (m, 4H)

HEE10 © &EVBG-11A

F24 H o 60 HEFEHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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[0099] BG-11 (85.0 Kg, 1.0 &){£7K(6.0 v)FINaOH (3.0 8)FHIES
V= R H RIS ET R - WWEIESHIEEMTBE (6.0 vAERHE - JREMIAR
HE O LA ERIERE - IR E 22020 o 0IE15E]71.3 KgEY) - 'H-NMR (DMSO-

de) & 7.82-7.74 (m, 2H), 7.54-7.49 (m, 1H), 7.45-7.38 (m, 2H), 7.21-7.14 (m, 1H),

7.12-7.04 (m, 4H), 4.03-3.95 (m, 1H), 3.29-3.21 (m, 2H), 3.00-2.87 (m, 2H), 2.46-2.31
(m, 2H), 2.11-1.83 (m, 3H), 1.58-1.12 (m, 4H) -

B 1 &FBG-11B

HN\_) CNH

BG-11B

[0100] HFERRBAT @ BLE/ K/ ZBE(T:3:1, 46 v)FIBG-11A (30 kg, 1.0
EE)VERIESFHUESYIINENZT0£5°C - B HEEE R~/ NA65C B R JID-
DBTA (1208 &ML LR K/ ZB(7:3:1, 4 v)TFHYER - FTiS /A R60-65C 1+
16/N\BF > A& 2 Al 220 « #5 MR LS EIREIE H DLZBF(2.0 vk « JESHE
ZB2/7K/AcOH (7:3:1, 20 VRV EAARIF S S CHERME16/NFFIL 2 A B 20 © [E]
BERE B LU - LLAZERQR.0 V)R o JEEFEE B ZERZIR(BR © 37.9%) - 'H-
NMR (DMSO-dg) & 8.76 (br s, 2H), 7.99-7.89 (m, 4H), 7.83-7.75 (m, 2H), 7.66-7.57

(m, 3H), 7.52-7.45 (m, 4H), 7.45-7.39 (m, 2H), 7.21-7.14 (m, 1H), 7.13-7.03 (m, 4H),

25 H 0 60 HEFHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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5.64 (s, 2H), 4.08-4.00 (m, 1H), 3.29-3.19 (m, 4H), 2.85-2.72 (m, 2H), 2.21-1.40 (m,
7H) °
B2 1 AEBG-11C

LN
N 2HCI
HN Yernig NH

BG-11C

[0101] fEESRAS T > TEIMA _FHGE(15.0 v)F120.0% KOHACH K
(3.0 VAVEGYITHLAINBG-11B (48.0 kg, 1L0E &) - RIESCHIR - AIELEIL
Sl H/KRE PLZ @ HNE(5.0 vZERL » SHF S ARE - IRERFRHCL (0.36 v)if
MZE_EacAE - BFFMSRESYERISESER - BiSRE mEE ORI L&
HE(1.0 v)ZEik o WERAVEIRG DIMTBE (6.0 v)EERHE  EIRGHE Fhk LU DL
MTBE (1.0 V)% » AR EZEF2E - WELEEI31.5 KghYEYI(WER © 100 %) -

SER12 ¢ =RBG-11D (fFEEF )

[0102] FRFACN (5.0 v) ~ #7K(10.0 v) ~ KOH (5.0 &)/ £ R EZS 14T
2015 min < KEBG-11B (1.0E &) MM I £ gL - BRI ETIRESS
Pk - SRR LIS » FEACN (1.0 vFIFK(S.0 v)FFEERHE - i B ZERES
FEY) -

HEE13 1 A&EBG-12

526 H - 60 H(HEHHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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[0103)] FEEEEST > BG-11C (15.0 Kg 1.0 8)7EMsOH (2.5 v)HAvE
RIS CIBHEFIRIESER - 2AlE5Ci& > FHEE{E7K@A.0 viEInE B ATl fr
FEmE A #8#35°C CREWN A - FrSERN30CIRIFI6/NE - HARTER
DCM (2x3.0 v)i5eifif o ZKAHEEULEE - KEDCM (6.0 v)isInZE /KM - JBREYAEIES
C = PA20% NaOH7/K/AE R EipH{EFETI 2 11~12 CRIEIEINIHER) - fEMEER - BE
A#EHE30C - NIRRT - FKFEEADCM (3.0 v)ZHL - Sif & ARG IR
48 - MTBE (4.0 V)INIIZEZEERY) < JREYIAR R R IE ERGE AT - &
A LR B B R R - L EEN12.55 Ke@E P -
94.9%) > 'H-NMR (DMSO-ds) & 7.52-7.46 (m, 2H), 7.45-7.38 (m, 2H), 7.21-7.13 (m,
1H), 7.12-7.03 (m, 4H), 6.64 (s, 1H), 3.99-3.90 (m, 1H), 3.29-3.22 (m, 2H), 3.03-2.90
(m, 2H), 2.48-2.36 (m, 2H), 2.03 (dd, J = 13.9, 5.6 Hz, 2H), 2.14-1.99 (m, 1H), 1.97-
1.85 (m, 1H), 1.65-1.15 (m, 3H) -

FER14 - SpkBG-13

HoN 1/2 L-DBTA

HN\_) CNH

[0104] FENLFEST > BMeOH (13.5 v) ~ 4li{b/K(4.5 v)FIBG-12 (8.5 Kg,

&L RIESTIVESYIINEZS0C - EIREYHREIIL-DBTA (0.78 )7L
MeOH/4H{E/K(1.5 v/0.5 V)HFHEIR » FIRHRORERFFAES0C < RiiE » JBEEY)
AS0CHFEE/DUNE > HARRAAIZZ RN Z DRI 2 /D16 - JERFE
FHEE LU DAMeOH (2.0 v)HEWR < BT E 22 MR Rz - W0h5519.08 Kg
HYEPI(ER * 74.8%, eelH >98%) -

TERLS © B R(S)-T-(1-INIRBRES /N EUENE -4-55)-2-(4-R | AT FR)-4,5,6,7-
27 H » # 60 H(HHAHE)

E‘Ef

FCP-067114

111117667 FEESE A0101 1112025137-0
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M1, 5-a]vEnE-3- R (1B &1

[0105] 1ENEE T » BACN (12,0 v) ~ 7K(12.5v) ~ BG-13 (8.0Kg, 1.0%
E)FINaHCO; 2 5SEB)RMIIERNIEDS - RERKOEEYILAI2-5~0C - [FIEEY)
TR NN MGEER(L.1E EEMeCN (0.5 v)FAVE R E IR IESER - 248%
EA (6.0 VRN ZE S fERS TLRFE - WA - /KIGLIEA (3.0 v)iE
A o EGFA AR AR - WA RIS R4S -

[0106] ZEerVIFEHILA3% w/wWHIEE/DCM (21.0 vIEBERIRY B2 w4l

* WEALEMIUS R EZRYE - BRERYITEEA/MTBE (2.0 v)FATH! - JEEHFE
FBE LU R ) ©

AERLS ¢ S R(S)-T-(1-PN i s 7 L e -4- ) -2 -(4- R S B A BD)-4,5,6,7 -1
LML, 5-a]vEnE-3- H ER (&L, BB )

Boe

[0107] CH,CN (10.0 v) ~ 4i{£7K(5.0 v) ~ NaOH (1.5% &)fIBG-13 (1.0
BHVESYERHSEIEE AR « EtOAc (6.0 VAR INE R ET I8 < H
TRAH AU SR DAL S %ER /K (3.0 vk - Fat Bl ey AL R 4 B A RIZT
U RCH;CN GRIERAERE: NMT 5.0 v) » ASIICH;CN (7.5 v)FIGE(E/K(12.5 w2
£15-20C © BL-(+)-H A F(0.5% E)RINaHCO; 258 B)RNINIE R EREY) -
N IERE £(1.1E E)1ECHCN (0.5 v)HR R IRE I 2 K IER Y  RIESE R

528 H o 3 60 H(HEHEHHAE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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% » KEtOAC (6.0 VIR ZE R IER GV WA - KIEE—HFLIEA 3.0vV)
ZEHL - e OFR AR - DUS%ERK(S.0 v)SEiRIRAE - AR 2R BDCM (RIGRIS
f&: 1.5-2.0 v)Ii#E Ay B4 (b®Y BB 100-200H, 2.0 w/ w ; JAHER]: 3% w/ w
MeOH/DCM(£Y50 v) o U B HY 7 7 458 4 i 52 #2 S5 EtOAc (4.0 v) » JA50°C iK%
MTBE (6.4 V)T IIEEERY) - A& L8R &Y 25 C HEb LIS -

BER16 - EE EEYAIR A

[0108] fb&WAY FHSEFERR(CT OBTERIDCM A - H ARG ATHA By 7
BIEA - {EEA/MTBEFFEE &S % » BE L UNERIEHE - T E 2R - MHFE4.44
KegFEPI(ER © 70.2%)

[0109] EV)ZAi%H{PANalytical Empyrean XEf&Rin KOTH LA LAY
X 438 R UTH (XRPD)EEFHF » K XRPD2EAIT © XH 4 R(Cu, ka,
Kal (A): 1.540598, Ko2(A): 1.544426 ; Ko2/KalJ&FELE: 0.50) 5 XEH4AEE B (45
Kv, 40mA) ; SFEUIKE(EE)) © fmifEa\(EE) © imi#iE(°2TH) (3°-40) » T &
(°2TH) (0.0131) : #FEIZREE(°/min) (£910) - XRPDE RIS EIRVEY) HAUHE
LA RAY &S

[0110] 4NE2FTRAYZ R~ EFH(DSC)Hi4RAE2K E TA InstrumentsHYTA
Q2000 DSC hE - FTAIDSC2E s « JREQS C-HIZURE) § MIEEAR(10C
/min) ; J37%(ramp) 5 5 SEE(EE 0 EETE) 5 PR RAB(N,) - DSCAE SR E/R139.4°C
AYRARESREGEEAARE) ©

[O0111) 0 B3AT /= Y 24 & o3 Ar(TGA)Hl 4% /£ 2K HTA InstrumentsfyTA
Q5000 TGA FEE - FTATCGAZEEHRE  IRE(ZR-FISDRE)  MIEERAR10C
/min) : 5 7A(ramp) ¢ B EEE(EE, BARD 0 PR AE(ND) o TGAGE R U/R Btk
iy - BEEEI0CH 8 HEEEE -

(0112) OE4FTREVE T R("H-NMR){£Bruker 400M NMROE

$29H - # 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0



1865873

# F{EDMSO-deH £ - 'H-NMR (DMSO-ds) § 7.50 (d, J = 8.6 Hz, 2H), 7.46-7.38
(m, 2H), 7.17 (t, J = 7.6 Hz, 1H), 7.08 (d, J = 7.6 Hz, 2H), 7.05 (d, J = 8.8 Hz, 2H),
6.85-6.72 (m, 1H), 6.67 (s, 1H), 6.07 (dd, J = 16.8, 2.2 Hz, 1H), 5.64 (dd, J = 10.4 Hz,
2.2 Hz, 1H), 4.55-4.38 (m, 1H), 4.17-3.94 (m, 2H), 3.33-3.22 (m, 2H), 3.08-2.88 (m,
1H),2.67-2.51 (m, 1H),2.36-2.15 (m, 1H), 2.12-1.82 (m, 2H), 1.79-1.65 (m, 1H), 1.63-
1.49 (m, 1H), 1.38-1.08 (m, 2H) -

[0113) WNESH REVERIZEEIHIR(PC-NMR)/£Bruker 400M NMROEE £
FAEDMSO-ds i £ - L&YY R ELARTC-NMRYEE -

BH2 BELEYNSEEA

[0114] (S)-7-(1-N % ERAE /N L IE-4-5)-2-(4- R R A E)-4,5,6,7-TU S,
OEE M SIZ [ 1,5-a] W g -3- FH g Bt (B & 90 1)FE A WO2014173289A 5 /3 B HY J7 A%
- HiE— P RS EHLEWIER I - F{baY1 (200mg, eef > 97%)
FEEA (8 mL)FHVAERIIEAZES0C » T50°C (7 ORI Cbe(8 mL) - JE &
V) 2al 2 a0 HIRFE16/NSy - AR EIERE110 mg - ByH SRS - Fris Ay
fa XRPDRE R AA

O3 BE SR IIABOERIRNID)

[0115] FHE&Y1S mgHER (M ILA) 2 20-mLEEE /N » #EE7AIN0.4-1.2
mLAH JERYAT(S A2 USEFTARYEIRG < SRSV (800 rpmAY R R T
BN 2 RSEEBEAR « #E - RERAVROAE(2 AR 2 5% 75
PERENTHEE SNSRI EZEF(15.0 mL - AIRIHMTHEE - ARERE
LURGE = m 7535 - PR ERSHXRPDREU R AIA

[0116] k2 RBBIRNINEER

BB ID | A FOBH
1 P H>0

2 DMAc¢ HO
30 H » £ 60 HEHHHBD)

FCP-067114

111117667 FEESE A0101 1112025137-0
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EOAc | [EBE
DCM 1EBEbE
GRS PR
2-MeTHF | [E5Ekz

N | | W

BHHl4 B LEMINETIA CERASRER

[0117] RF&Y15 mgHYRE (i BIA) S #EAE0.5-1.5 mLAYAHE K& AR (PN B =
EtOAC)F LAFENHE3-mL/ NEFHYVEFEIR - B - ROARER &3 mLAVHRR
ARFI(EBESDHY20-mL/ N © 20-mL/ MRLAE S ENL ORI Z0R » ET /e 5HY
I ] (SE R A MR A REBLA M G E R - AE TR SRS - iR 808 8 IR 2R 7%
# - FTSERS AXRPDEE SR AIA -

BOIS L&Y ETANREEIEAN LEWINEE
(1) PrEfaE MoRE

[0118] fbEWHYFEILAFEFTY80C /M RATTEVE E MG - I HHlES
A& HYXRPDEIZE A AL -

[0119) (L&Y F AR R IR SR FRBURAE 25 C/60%RHEF
REE2ME H (% fE: T0=99.2%F0T12=99.2%)A1;240°C/75%RH G 7 = 26
H(%IEE: T0=99.1%H1T6=99.4%)iF /2 H BEN L2 LR AL « BEAD - FER25
C/60%RHEETF R 2224(8 B HFY40°C/T5%RHG A 517 R 226{H B B8 A EF)
SR CER G S

(2) g MG,

[0120] #EHE 1 FFomHAYB)RE 28 R DV ¢ /£ SMS (Surface

Measurement Systems) DVS Intrinsic FUZEE o B DVS S80EFE 1 JEEQS)

oT

dm/dt (0.002%/min) ; 52/l dm/dt T8 E MR EEIERI(10 min) ST L (180
min) ; RH &&(0%RH % 95%RH) ;: RH %E(10%RH » ¢ 0%RH % 90%RH
SYRH » { 90%RH % 95%RH) - 41 6 Fi7R » 75 80%RH k4 st B

31 H - 60 HE#EFHHASE)
FCP-067114
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< H % 0.8%H L&Y 1 HUGREL A -
(3) &Lrh SR ARY &S Ay B S AE b SRS
[0121] &L S BIARYES & S R R B b E I EF b &1+
MEERVAERUTE > (e ZEZERIHE PRI - 2 /RITFRIVER] -
[0122] =R3 FEKHRBAGR/EERA KNS

et L&) 1 iy
WM 4t 1% | 98.5% mifk
E—RNELERE | 99.3%HEE
B REE S | 99.5%EE

Hhlo B MEECHIS)-7T-(1-N G EEE N EMLIE-4-25)-2-(4-FEHEFH)-
4,5,6,7' @ﬁu[:tnéléjﬁ[ 1,5-3] %%‘3' Eﬁm&(ﬁﬁ%ﬂ%'fhﬁ%l)

SN

LR 0
Gy

[0123] F0~5°C » [AANIE-2,3,3-d3{£(50 mg, 0.67 mmol)FIDMF (—#&){L
DCM (20 mL)F Hy7AR RN EEE(1.6 N, 40.9 mL, 65.5 mmol) » AR 205 1H
PR/ o SREYRER RAE S EEHIY N IERR-d & -

[0124] F0~5C - [A)(S)-2-(4-F E B A EL)-T-(ON E ML nE-4-55)-4,5,6,7-11
SIHE MR G 1,5-a] e IE-3- FH B (76 BG-13f8 8k » 2 R ER15 » (L& WL, i
7% 3 278 mg, 0.67 mmol)fEDCM (20 mL)AINaHCO;7K %% (10 mL) F Ay % H
I F I BR-d: BATDCM (5 mL)H ARG 2 RIRHE Y N - S0 %S
KK B B B RZ e B E o JRKBR DR M Al RS rh B g AU TLCA AL - 1R 555 mg
(17.5%)H(S)-7-(1-( RS -d3) /N EELIE-4- ) 2- (4- R E A )-4,5,6,7- U itk

32 H - # 60 HEFEHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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M [1,5-a]mEE-3- AR » B 0K [ (2 E4% - 'H NMR (400 MHz, DMSO) & 7.50-
7.44 (m, 2H), 7.42-7.35 (m, 2H), 7.17-7.10 (m, 1H), 7.09-6.99 (m, 4H), 6.64 (s, 1H),
4.52-4.40 (m, 1H), 4.10-3.95 (m, 2H), 2.29-3.25 (m, 2H), 3.04-2.86 (m, 1H), 2.63-2.50
(m, 1H), 2.32-2.13 (m, 1H), 2.06-1.81 (m, 2H), 1.75-1.45 (m, 2H), 1.35-1.08 (m, 2H).
MS (ESI, m/e) [M+1]*475.2 «

BT {LEMNS RIS

(1) fE TP 2y 2 S B 7e— e (b &P eyt e e =85 S A0 A

[0125] (S)-7-(1-N % ERA: /N I lE-4-5)-2-(4- R | A E)-4,5,6,7-TU S,
DEEMENG 1, 5-a]wgte-3- R (b &) FE T s WO2014173289A N GAY J7 AR 4

CREEE e ER P -

[0126] #fj¥Fdazdk ~ FSagSefIFoHHY S E Ry - FHEL20 medYim
ERTEAXAHUEE 2358/ MR T - BE NI ERVEE - WAFRE - KEE
YInEL - IREVEEAR - AMERNEEYIRFHEZERM- AN EEL-2K - DIEBZE R
SHERIEZE TSR FESE - FEhfRIOCEMEREKECRERS -

[0127] R4 {LEYI (eefH=90%) RAEEWE

Z4a
oyl =
S ID EA (L) S L) - hE EER1-2d)
1-1 0.5 0.1 Y 4t [l e
1-2 0.5 0.2 Y |- [VEERE
1-3 0.5 0.3 N |Y [k
1-4 0.5 0.4 N Y [HRP
1-5 1 0.2 Y |- [HE[EEE
1-6 1 0.3 Y 4t [l e
1-7 1 0.4 Y It [ A
1-8 1 0.5 Y 4t [l e
1-9 1 0.6 Y D EE S
1-10 1 0.7 Y |- (VEEE
1-11 1 0.8 N Y [HRP
1-12 1 0.9 N Y [HAY

33 H 0 60 H(E#EFHHAS)
FCP-067114
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Z%4b
oyl =
BB D EA (mL) Bz (mL) ] R @ER(1-2d)
2-1 0.5 0.1 Y |- [HE[EEE
2-2 0.5 0.2 Y |- [VEERE
2-3 0.5 0.3 N Y [HRP
2-4 0.5 0.4 N N  [HAAY
2-5 1 0.2 Y |- [HEEE
2-6 1 0.3 Y |- [HE[EEE
2-7 1 0.4 Y |- [HE[EEE
2-8 1 0.5 Y |- [HE[EE
2-9 1 0.6 Y |- [VEERE
2-10 1 0.7 Y |- [VEERE
2-11 1 0.8 Y |- [HARY)
2-12 1 0.9 N Y [HRP
Fdc
oyl =
HE ID EA (mL) BT L) - I EER1-2d)
3-1 0.5 0.2 Y |- [HE[EE
3-2 0.5 0.3 Y |- [VEERE
3-3 0.5 0.4 Y |- [HARY)
3-4 0.5 0.5 Y |- [HAR?
3-5 0.5 0.6 N |Y [k
3-6 1 0.6 Y |- (VEEE
3-7 1 0.8 Y |- [VEERE
3-8 1 1.0 Y |- [VEERE
3-9 1 1.2 Y |- (VEEE
3-10 1 1.4 Y |- [Hik"
Z=4d
oyl =
EEs ID DCM () ST~ ; hnEs EERA1-2d)
4-1 0.5 0.4 Y |- [HE[EE
4-2 0.5 0.6 Y |- [HE[EE
4-3 0.5 0.8 Y |- [HE[EEE
4-4 0.5 1.0 N Y [HRP
4-5 1.0 14 Y |- [HE[EEE
4-6 1.0 1.6 Y |- [HE[EE
4-7 1.0 1.8 Y |- [HE[EE
4-8 1.0 2.0 N Y [HRP
5534 F 0 4 60 HEE)
FCP-067114
111117667 FEHH3E A0101 1112025137-0
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Zede
BH =
FiR ID 1,2-—%.2%5% (mL) Sl g TR ERA-2d)
5-1 0.5 0.6 Y |- [E[EEE
5-2 0.5 0.8 Y |- [E[EE
5-3 0.5 1.0 Y |- [EERE
5-4 0.5 1.1 N [Y [HiP»
5-5 1.0 1.4 Y |- [EERE
5-6 1.0 1.6 Y |- [E[EEE
5-7 1.0 1.8 Y |- [E[EEE
5-8 1.0 2.0 Y |- [E[EE
5-9 1.0 2.2 N Y [HiRY
Z=4f
Nyl =
HB D MeOAc (mL) Tz (mL) | [P ER(1-2d)
6-1 0.5 0.3 Y |- [VEERE
6-2 0.5 0.4 Y |- [HARY)
6-3 0.5 0.5 Y |- [HIRY
6-4 0.5 0.6 N [Y [HiP»
6-5 1.0 0.6 Y |- (VEERE
6-6 1.0 0.8 Y |- (VEEE
6-7 1.0 1.0 Y |- (VEEE
6-8 1.0 1.2 Y |- (VEEE
6-9 1.0 1.4 N Y [HiRY
g
%yl =
HE ID Fi%e(mL) S (mL) S L &R 1-2d)
7-1 1.0 0.2 Y |- (VEEE
7-2 1.0 0.3 Y |- (VEEE
7-3 1.0 0.4 Y |- (VEEE
7-4 1.0 0.5 N Y [HRY
7-5 1.0 0.6 N |Y [Hik

535 H - 60 HE#EFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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Z24h
Ayl =

ID > 3 g:& 1'2
Lb FI%E(mL) T (mL) m (DR ER(1-2d)
8-1 1.0 0.1 Y |- [VE[ERE
8-2 1.0 0.2 Y |- [VE[ERE
8-3 1.0 0.3 Y |- Bk
8-4 1.0 0.4 N [Y [HiP»
8-5 1.0 0.5 N Y |VEFEE
8-6 1.5 0.4 Y |- [VE[ERE
8-7 1.5 0.5 Y |- [VE[ERE

§4i

VAyL] =

ID d > ™Y \%:I: 1'2d
L MeOAc (mL) PE 2 (mL) 3 IR fER(1-2d)
0-1 0.4 1.0 Y |- [VE[ERE
9-2 0.5 1.0 Y |- [VE[ERE
0-3 0.6 1.0 Y |- [VE[ERE
0-4 0.8 1.0 Y |- [VE[ERE
9-5 1.0 1.0 Y |- [VE[ERE

Z24j

paguil =

ID > 3 \%:I: 1'2d
L IPAC (ml) P (ml) 3 IR (R A1-2d)
10-1 1.0 0.2 Y |- [VE[ERE
10-2 1.0 0.4 Y |- [VE[ERE
10-3 1.0 0.6 Y |- [VE[ERE
10-4 1.0 0.8 Y |- [VE[ERE
10-5 1.0 1.0 Y |- [VE[ERE
10-6 1.0 1.2 N Y [HRY

4k

VZAyL]

ID > Y \%:l: 1'2d
L ZBRTEmL) P (mL) g [T RER(1-20)
11-1 1.0 0.2 Y |- [VE[ERE
11-2 1.0 0.4 Y |- [VE[ERE
11-3 1.0 0.6 Y |- [VE[ERE
11-4 1.0 0.8 Y |- [VE[ERE
11-5 1.0 1.0 Y |- [VE[ERE
11-6 1.0 1.2 N Y [HRY

Y=2%, AN=%& o

5536 H - 60 H(HEHEHHAS)
FCP-067114
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RS LG (eeE=97%)ERIEHBIE

Z%5a
gl =
HE& ID EA (mL) = (ml) = s GG 1-2d)
12-1 1 0.2 Y |- [E[EE
12-2 1 0.3 Y |- [E[EE
12-3 1 0.4 Y |- [E[EE
12-4 1 0.5 Y |- [E[EE
12-5 1 0.6 Y |- |Ef=
12-6 1 0.7 Y |- |Ef=
12-7 1 0.8 N Y [HAY
12-8 1 0.9 N Y [HAY
Z=5b
Nyl =
BE% ID EA (L) L) S hiEh &ER(1-2d)
13-1 1 0.2 Y |- [E[EEE
13-2 1 0.3 Y |- [E[EE
13-3 1 0.4 Y |- [E[EE
13-4 1 0.5 Y |- [E[EE
13-5 1 0.6 Y |- |[&f
13-6 1 0.7 Y |- |Ef=
13-7 1 0.8 Y |- [HAR?
13-8 1 0.9 N Y [HRY
Z=5¢
gl =
FB 1D MeOAc (ml) e (m) g (TR RERA-20)
14-1 0.4 1.0 Y |- [HE[EE
14-2 0.5 1.0 Y |- [HE[EEE
14-3 0.6 1.0 Y |- [&f2
14-4 0.8 1.0 Y |- [&f2
14-5 1.0 1.0 Y |- [HE[EE
14-6 1.0 1.5 Y |- [&f2
14-7 1.0 2.0 Y |- [&f2
14-8 1.0 2.2 N Y [HRP
5537 H 0 4 60 HEAE)
FCP-067114
111117667 FEHH3E A0101 1112025137-0
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Z%5d
oyl =

FER ID EA () =T B hoEs GER1-2d)
15-1 0.5 0.2 Y 4t [l e
15-2 0.5 0.3 Y &5
15-3 0.5 0.4 Y AR
15-4 0.5 0.5 Y |- [HikP
15-5 0.5 0.6 N Y [HRP
15-6 1 0.6 Y |- |Ef=
15-7 1 0.8 Y [E] 7S
15-8 1 1.0 Y &5
15-9 1 1.2 Y [E] 7S
15-10 1 1.4 Y HARY

ZFz5e

il =

H& D MeOAc (ml) iz (ml) g (TR fERA-20)
16-1 0.5 0.3 Y &5
16-2 0.5 0.4 Y 4t [l e
16-3 0.5 0.5 Y |- [HE[EE
16-4 0.5 0.6 N |Y |[EERE
16-5 1.0 0.6 Y [E] 7S
16-6 1.0 0.8 Y [E] 7S
16-7 1.0 1.0 Y &5
16-8 1.0 1.2 Y |- [&f2
16-9 1.0 1.4 N Y [HRP

Y=0&, HN=% -

[0128] FRdaZAkMIFz5aZ5eHHYE R LI EAAET(E] > EinpPE—
EEALEPIIHTE %920 mg) < 280f0 > IRYIERVeelE D F AL ERTE
T REY SRS B R BE RIS - WIFR4aZ 4k {£90% etV E ALS WG
BT » PRI E RS SR D& HY « FSag5eFiE97% eelViE PALG
YipHiany EinE A BEBIER o AN - fER4ap 4k P E R PR 2IHY
RRAETEE90% eelIEIAPIE SRR EHeefE - RdaZ Ak EREA/CHE(E
FosSR e R — (AR R i (B RR45% eefH -

[0129] RSaAVERFEMMACNE IR AERGEE—DEE > HE

538 H 0 3 60 H(HEHIHHASE)
FCP-067114
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" e ER AR RIGREA) -

[0130] dNFR4aZAkiNRSazSeFon, &&m BRIV G RIE B RBHTE
B~ ZIERIEEOE2E -

[0131] FRoPHIGRE—DEE 1 &5 BRIV REUAR ERH B Azt

@] o
226
o2 b MTBE E3a b= T e H>0 Z Bt
BN M g M e e VMg VM g M
(0.5 mL)
THF 0.4 2.0 0.4 0.4 2.0
EEl EEl EES EEl EEl
/[\EE
Me-THF 0.4 E{EE 1.5 [EEE 0.4 PEERE - |
1S3
/& [H . /& [H] /& [H JHE [
DME 0.6 1.5 [EEE 0.6 0.8 1.5
o el L o o
£ £ N ~ £ o ﬁ
EtOH 2.0 [EEFE 5.0 FEEFE 2.5 [HikY 2.0 [EEEE 5.0 [FEEEE 5.0 s
1S3
/[\EE
i-PrOH |15 [fE[ERE 2.5 [EERE - |- 2.0 [HERE RO g{ﬁi
1S3
MELIE 1.0 {EERE 40 WERE - - |L0 [EEEE o [EEEE - |-
ZEREs 0.3 (EERE 0.8 [EERE |- -
7 B
PEZ;E‘Q”T 0.2 UEEE D0 EEE |- |-
H
n-BuOH (0.5 PEEEE 2.0 [EEEE |- |- 0.5 [EEE - |-
1.2- 5
%“; %Z‘l.o fEERE 5.0 EERE - - 1.2 [EEE - |-
yin
DCM 1.0 [HAY 5.0 (EERE |- |- 1.2 [PEEHEE |- |-
CHARY) CHARY) i
Z25S 0.2 [fI/DE 0.5 PEEE 0.2 [EEE 02 [FfIbE - - 0.5 %@
[E RS [E RS =
(2) RIEY 2 AN 5 — 1 48 B UL AN A
Te IR 3
[0132)] FHELYLS mgUE (R RA) 2 3-mLIHE/ N > FEE R IIEERY
39 5 » 3£ 60 H(EFREHE)
FCP-067114

111117667 FEESE A0101 1112025137-0



1865873

T o ZATMANRTFARERY - (A EARGIT o
[0133] =R7 BEARXER

B ID | BHI(v/v) B
1 MeOH mER
2 EtOH mER
3 IPA mER
4 ACN mER
5 PI SHARY)
6 EtOAc HARY
7 THF HARY
8 DCM mER
9 EHoR SHARY)
10 2% SHARY)
11 EtOH/H20 (4:1) mER
12 AN HEE/H20 (4:1) mER
13 THE/H20 (4:1) mER
14 DCM/1EFElE4:1) mER
15 EtOH/IEFESE(4:1) | E
16 EtOAc/IEBE5E(6.5:1) | JHARY
17 ACN/MTBE(4:1) AR

@z

[0134] FHELILS meHIiE M (FRIA) E20-mLAGEE/ MR, #EE7300.4-1.2
mLAHERTERI(Z AARS) - JREPIZAZ LI800 rpmBYZREE{E 2 mi NIRHEEE
BRI - > FRHBARYSOEEI(Z AR M 2 E R AR ENT HEE B E
FIRVGEEZSR(15.0 mL - IR EEN L > ARERERNZRISHERR - &
RAREEARET -

[0135] =%8 RBRIAIIEER

540 H - 3 60 H(#EHHHAE)
FCP-067114

111117667 FEESE A0101 1112025137-0



1865873

BHE ID | ROBH | BH BT
1 H,O EtOH SHARYD
2 H>O THF HARY
3 H>O 2% SHARY)
4 IEBEE | 1.4-ZBE0E | JHARYY
5 MTBE | ACN SR
6 MTBE | NMP N/A

7 MTBE | EtOH YR
8 MTBE | DCM SR

N/A D AR ERS -

-2t

[0136)] 7E3-mLESEE/INIEE » JAZDE » Y4920 mefykE (R B A) B 2AE
1.0 mLEJAHHERYATI(Z: AR F © 7A50°C R iRk 240k - L1800 rpmHy
R P (o PRI PR » BE S T50°C SE#2/ IR (E 0. 45 um B HERE RS o BEE

IR Mg ES0C 28l £5C > ZARF50.1°C/min » F{REIREHS CIRFFIEIR

A& T HERIXRPD T - AIRITPATAREAE - ARSI -

[0137] 3R9 BEALAEE

BE ID | BHI(v/v) BRI
1 IPA N/A

2 MIBK N/A

3 IPAc N/A

4 Z25S N/A

5 EtOH/H20 (1:2) AEHE

6 AEA/H20 (1:2) =i

7 EtOAc/IEBESE(1:2) | E

8 CHCI3/IEPE7(1:2) | N/A

9 THE/IEBEE(1:2) | SHiky*
10 ACN/MTBE (1:2) | Shik#+

* L ERRER R AR

F41H - 460 HEWRAS)

FCP-067114

111117667 FEESE A0101

1112025137-0
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20-mL/ N

E AR

XRPDFHA -

R EYRE

/@/&7I< SR

S B
[0140)  7E3-mL/NRAFHEFATIS mefIhE (&
@ ”(%%ﬁ%ll)ﬁ‘fﬁ/ /%E/‘j/ﬁ/&_

AE3-mL/ MRS 1S mgHYR SL( LA EREFR0.5-1.5 mLAVAH)E
BEI(2RRI0)T - BELEFER - #HERERER A3 mLAVHERESOEHEIY
° #20-mL/MELIZEFEN L SR FF AL Z0M > SCRT e SRR ] (E A 1%
BUR R - LIRS R - B EE B RN Zm
SRR -

R0 BRARFE R

HEID | 58 RER | BRI
1 EtOH H0 | mEps
2 ACN H0 |[N/A
3 P H0 | et
4 THF H0 | EER*
5 W H0 | HiRY)
6 EtOH IEFELE | N/A
7 THF ERE | e
5 DCM BB | ER*
8 DMAc MTBE | N/A
9 IPA MTBE | N/A
10 1.4- = | MTBE | N/A
11 B3 MTBE | N/A
12 NMP MTBE | N/A

DRAERRERS -
RIR S AR RS o

S

XRPDIHT o AR APRTAEETS » I &G &R -

FCP-067114

111117667

F42H

FEESE A0101

$t 60 H(ETERE)

73 o FrisE R

RIA)EARFY1.0 mLAYHE FERY
BIRARZER0.45 pm[CHRERRAATE - 742 mg

VIRIZERRT - BaVIRNERIBFLEEENTE - o BEERR R

1112025137-0
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[0141] Rl BEEVFHENERER
HER ID | FRIvv) | BmEWEESY) | BRP
I E©OH | A e
2 ACN  |A wET
3 P A mEL
4 THF A e
5 DCM | A e
6 EOAc | A T
7 E©OH |B wET
8 ACN B wET
9 P B EL
10 THF B wET
I DCM | B T
12 ElOAc | B I

FEVIREYIA Y B LGS UEFEHPVP) ~ 2 LIGEEPVA) ~ RA LG
(PVC) ~ T L ZIHER(PVAC) ~ FEN H AR HPMC) ~ HESMEZEWMC) (BE
Fe1:1:1:1:1:1)

FEVIREGYB  mOWBR(PCL) ~ B Z EH(PEG) ~ B(HEANIEHEEHER)
(PMMA) ~ SERLER(SARIERE LA EZRHEC) (H &L 1:1:1:0) -

BEHI8 {LEIESHENEE
BlFBG-13 5 4
[0142] ANEEFEEEERESEARID)EHEHRLAIET - BG-130E7E
HY B RS FHEMeOH/H,0 (1:1, viv) i8R 2 AlIERS - SRS RGRBEEYR
=13t -

[0143] %12 BER4REER

F 43 H - 60 HEHEFEHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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i | 2B | BH . | B |
ID | (mg) | 1 mL, v/v) 7% €C) | (Y/N#) BEGR
1 |56 |IPA/H.O(3/1) | 541160 |N AR
2 |55 |IPA/H:0 /1) | 241|160 | N R
3 |54 |IPA/O(3/1) | A41|60 |N T
4 |55 |IPA/H.O(3/1) | 541160 |N R
5 |47 |McOH/H.0 (2/1) | A41|60 |N S

6 5.5 | MeOH/H20 (1/1) | /540 | 60 N o

K13 BG-13HVE RERIIERREE

[0144]

(CuKo » A=1.54178 A 173.15K) FE4 -

B RHERHE R A CCDEHIEsHYBruker APEX DUOEL G 15

FCP-067114

111117667

B C33H34N50¢ -
AE 596.65
B 173.15 .
)4 1.54178 A _
i 0 R BEq) o C2
IR~ a=16.7939(4) A o= 90.00°
b=7.9871(2) A B = 108.0460(10)°
c = 23.5438(5) v =90.00°
BT 3002.69(12) A3
Z5tBEE 4 1.320 mg/mm®
gD 0.756 mm’!
F(000) 1260.0
R~ 0.3 x 0.21 x 0.08 mm?
LRl ER 0 &E 1.97 & 64.96°
R -19 <=h<=17
-7<=k<=9
27 <=1<=24
BB 5 e 5073/3756[R(int) = 0.1062]
STEE 92.8%
TRIETTE F* A& 5EM R N
BEFRHI/S 8 3756/1/398
PSS EE 1.192
B4% R FSHE[I>2sigma(D)] | R1=0.0819 wRa = 0.2294
$EBIGERE Flack 0.0(3)
BALTE IR 0.50 f1-0.57 e.A”
55 44 F - 3£ 60 EH(BPHEHE)
FRELRSE A0101

1112025137-0
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[0145] BG-13:8%E H(2R, 3R)- 7= R AP o B&(L-DBTA) S H fe ife
FAL-DBTARY EERR EE F52:1 = L-DBTAM /i (i i5e(C32AIC32 ) HYsHRE T35 E /R -
B P CORYHRRAEMETE /35S - MBS E B10FTR « M KXS RIS EA T 2K
R RAVERE > ENFTR

{EEYIHYEESHRE

[0146] ALEWIARYGEEHETE T RIY)BG-130Y 5 R XS 4R 45 1 0 At

S o
BB BG-UARTHEEST

N
HN\\_N)--"CNH

BG-1A
[0147) —fdR(E - AEAEHVRE - F{EEYBG-TIALLRU RS £
THYERPRIIE EMER - ALZORERFR - LA 2 2RI Z R HE
& - RS AR I DAL B BB RS 2000k  eelE M EMEHPLCE REIEHAH R
BV HBoc-{TEYINE(Z AR14) - HANHEVREEUETIRE 2 4G theeld ~ {Kee
EECR G E RN EE(EED) -
[0148] %14 BG-11ARYBIE MRSy

F 45 H - 60 HEFEHHASE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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BRI A 1A NE | BENRE BE ee (€ R

BOWHSOIACOR | 400 | D-DBTA (05 58) | T07CE 308 | >85% ce | 42.0%
17/1;1}?1({2/? ﬁfCOH 500mg | D-DBTA (1.0EE) |70CEZEM |77%ce | 38.5%
PPOWILOIMCOH | 500 mg | D-DBTA (05 &) | T0CEH [85% e | 38.9%
5}2?{‘2{;2{35 O 500 mg |D-DBTA(05EE) |70CE=EH | 86% ce | 39.8%
17\%2%1;211(1)5(:01{ 500mg | D-DBTA (0.5 E8) |70CE=H | 82%ce |42.2%
gﬁ?ﬁfg lg D-DBTA (0.55 5 %) | 60C 2= | 83% ee | 27.6%
1;1‘ é i%ﬁi/)l{zo 25 mg D-DBTA 20 EE) | 60°CE58 | MEAE | fmE
Iy 25mg | D-DBTA 20%8) |60CH%M |36%ce | FifE
(9:/?3(3,1;1/11;2;)) 25mg | D-DBTA QO EE) |60CEER | 14%ce | FFEE
(6:/1:13((51;1/ EZLC)) 25mg | D-DBTA(QQO0EE) |60CEZE |89%ce | FFEE
il'};rgg I:fg 25 mg D-DBTA 20 E8) |60CEZE | 79% ee | FFEE
f,‘fi?l’f; © 50 mg D-DBTA (1.0 E®) |60CEFE | 24% ce | 46%

ff,‘fi‘fﬁ’ﬂi? 50 mg D-DBTA (1.0 EE) |60CEZR |91%ee |33.7%

EHI10 BG-12ARVHEMFIFSELMENNE

SO

N
HN\\_N)----CNH

BG-12A

[0149) —fdRfE - LA EHVRE - F{LEYBG-12ALE R R RG £
THYERPRIIE EMER - ALZORERFR - LA 2 2RI Z R HE
W o BIRGAE AR LU R ARG 20000 - HEMAE M EMHPLCE R
HARRHER B B 502 AR 1S) o HAMET EMERRBUE TG 2 F 4h theefd ~ (K

5546 > £ 60 E(GETRATE)

FCP-067114

111117667 FEESE A0101 1112025137-0
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colET A4S I 2

A=) -

[0150] #£15 BG-12AB% 2 M:Hr55
BHRIE A BG-12A W& | HEHERE BE ee {H B
MeOH/H»0O O~ 75 2w YAl
3/1 (1500 mL) 50g L-DBTA (0.35 5 &) | S0CE =5 | 85.6% ce | 43.1%
EtOH/HZO _ AL = A=
6/1 (250 mL) 144 ¢ L-DBTA (0.55 %) | 18CE=E | 79.1% ce | 41.8%
n-BuOH/H-.O ey N
6/1 (20 mL) lg L-DBTA (0.8 &&) |80CE=E |95%ee | 20%
MeOH (4 mL) | 500 mg L-DBTA (1.1 &) |EREFE | HERE
EtOH (17mL) | 1.0 g L-DBTA (1.1 §8) |[ER2E%E | 40%ee | RIFE
EtOH (30 mL) | 500 mg L-DBTA 22 EE) |[ERZE=E M | i ce ENIEE

[0151)] F7fRL-DBTAEE(31 g, 85.6% ee) /% THF/HO (1/1, 1034 mL) >

IRHRFIRNEN 2

IR

(6/1,

SRR -

T0°CAIRFF ERIFT A EIRSIE6E -
e HL 2 A 240 C LA INAAE(10 me) » F|FFEI2/NEHE

PRIZRIN517 mLAY/K o SR1&E

BRI LA 2

M8 - ERRLATHE/H0=1/1 (20 mL)JEAfl B HZ R - &

FIEY) - RBHGERE22.5 g, T2%R, >98.5 eefE) -

[0152) FREEHT R EE6.02 g, 79.1% ee)afi@fr(1g/15 mL) EtOH/H,0O
(EEmAERYEEVER - 282N IL-DBTA

90 mL)H >

FR78CHRFE -
(2.84 g, 7.9 mmol, 0.55E =

WEEtOH/H,0 (6/1, 7 mL)PEYEIR ©
REVEZRERUNG - REBIRINEE A -

(EREE

RER

TEREEIRS -
=g ESN= 0l S |

Mg 0 [EFELAEtOH/HL0 (6/1, 10 mL) AL » U SRRV EARAENaOH /KA R AIDCM A
(B R eakg - SRIEYI(4.7 g, WG © 32.6%,93% ee) » FyEEHIK -
[0153) FifiiEiyimin 0.0 g, 90.5% ee)f£ CH;CN/H,0 (1/1, 700 mL)H

YRR IIEE

0.55& &) -

FCP-067114

111117667

60 C ’ {?Z:EJ/

TEHNEIR o A&RIA R
FRO0CIRFFLI2/NEFR - RS
JE > [ERGLICH;CN/HLO (1/1, 50 mL)J5Ef -

JREREZIE

F47TH - 460 HEVERAS)

FEESE A0101

AR FHIANIIL-DBTA (33 g,
eYEiet ol 2 =R BHEIRE -
JEEY > RO TEE

1112025137-0
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(80 g, U 1 80% eefH > 98%) o

BB ZBOAE

[0154]  (S)-7-(1-NJABRE: /N G IE-4-5)-2-(4- K F BT E)-4,5,6,7-TU

HEEPAEITE [ 1,5-a] wr e -3- FH AR AF T SO A E R AV AT TGS, -

AR BESHVHIRIRIEE R

T3k -

(1) BTK Sl il e %

[0155]  FEARAIRE 73 HE A LR AE B (TR-FRET) /5 74/ HIE F 8

s LEYIHY R AR BTK I (aa2-659, Carna Biosciences)HJHIIH] - HEA{E384 7L
(EAEfE B 2 ABTKE » SpM ATP ~ 2uMKEI#00-10 pMIESPIRIRIEIR
&Y {EE750 mM Tris pH7.4 ~ 10 mM MgCl, ~ 2 mM MnCl, ~ 0.1 mM EDTA -
1 mM DTT - 0.005% Tween-20 ~ 20 nM SEB#10.01% BSARV4EEIR 1T < 4G
FULEYIT 2R B 6057 8% H R ERE RN IDATPRIRKEY)5 (38 - 2R R JE60 7y
#(% - IRRRUERERIHE(CisBio Bioassays)/MIFAGFEHYES 1L/ EANK - &% 10/
SHIEAT 27550 mM HEPES pH 7.0 ~ 800 mM KF ~ 20 mM EDTARI0.1% BSAHJ4E
R & HE G L& Y-8 & 8T S e fE DTS (PTO6 )i ik B ik & B AIX1.665-45
VBRI E - &R EAEZ RS /N - H{EPHERAstar FSIREEE
#5(BMG Labtech) EEC#(TR-FRET{E5E({£665 nmEFH ¥1£620 nmZHHY LR
B > FE337 nmoRzRIHEE) - IRV CE S i 2 B hie s & 24 YR
{EHIRKIEY) - IEHE S e R (Bu’ 7 GIRY)) B B2 B8 (BRI 2R -XL.665) JE H 4T
Ayt B RS RERY S LR AE B 1L AR S L BE(1£620 nm)iERS £ 7 #85%¢
JEE(E665 nm) « BTKE g E Ay I 6] E 2L TR-FRET{Z 57 AV [E (K - {L&¥18Y
ICso#& H1Graphpad Prism&k {4 ElHEE & Rl T S RO HT5 712 (logistic equation)
MFE]

A8 H - 3 60 H(HEHIHHAE)
FCP-067114

111117667 FEESE A0101 1112025137-0
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(2) A LBESEREM:

[0156] S AJARYEEFE M fEReaction Biology Corp./xHE|#£1 Mgt #f—24H
342G A 4R o SAVAET A3 29FE e EER /NI T 0%V IR - H I EFE
BTK Y1376 5 B e B R TR 70%ET ] - S AIARYICs (22 5R13) - BFEITK »
TEC ~ JAK3FIEGFRHIE £ F {5 FHTR-FRET B & A1 ¥ FE AL 7 By I W0 4L 1 5
JH(BeiGene) NERAETT e

[0157) ITKEVICsohEEE : ITKAIERVE B BN BTKHIE » Br T #
TTEARER 3 uM ATPAI2 pM TRIEYI 7 s Bl g -

[0158] TECHYICsolEE : TecHIERVE Bn  F B MUNBTKHE » Br T #
TTRAURECE + 1) 280 uM ATPFI2nM Poly-GTEYJH FYMBER A T © 2) S 4R
KN EHSEB -

[0159] JAK3HVICslEE * JAKIHEHVE 57 ZZFA B TKOES » Fr T
E T THERE D) 34 pM ATPHI3 puMiK JE #(B-EE-15, 4 ) #-
EQEDEPEGDYFEWLE) R A3l S R 5 2) 2 4% 7% 2 S0 mM Tris pH7.8
10 mM MgCl, ~ 5 mM DTT -~ 0.01% Triton X-100£10.01% BSA -

[0160] EGFRHVICsifEE * EGFRIE Y E Bn /7 2 A DU BTIOHE - B
THEELTLUTER 1) 20 uM ATP ~ 1.44 uM TKIERY))- 4= 22 (B 2 BRI Y — i
HIEY)F10-1000 nM (L EP)(FRERIE 1% DMSO)H FYHEE ME § 2) [ ELE
K &7550 mM HEPES pH7.5 ~ 10 mM MgCl, ~ 1 mM EGTA - 0.01% Brij-35 ~ 2.5
mM DTT#H10.1% BSA ; 3)4% 1F/{(&AE =725 mM HEPES pH7.5 ~ 400 mM KF -
50 mM EDTA - 0.01%Triton-X100F10.1% BSA o

&R

[0161] EAIAEHBTKIHEGHYICs0/%0.27 nM » GEHIAZUR R580HY ~ FF

SRR B HYBTKORBE ISR - SiHEEFEMMN S » 151 uMet ¥ —24H342

£ 49 H - 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0
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T ACEBHEA R0 » ARSI ST B T0% -
16 BEARTEHIHIEE

[0162])

L5 ICs0 (nM)
BTK 0.27
ITK 53
TEC 1.9
JAK3 600
EGFR 3.6
BLK 1.13
BMX/ETK 0.62
BRK 33
ERBB4/HER4 | 1.58
FGR 155
FRK/PTKS 379
LCK 187
TXK 2.95

¥ : BTK ~ EGFR - ITK - TECHIJAK3: |z #% i {F FH TR-FRE T} 2 F1 4 JE

HYRKTE B VI HEA T - FEATPE B STR IR KMl H 78 0m 5 1/ 2 0 5 RLARY
ICso © HER4 ~ BMX ~ TXK ~ BLK FGR ~ LCK - FRK/PTKS5f[ZEReaction Biology
Corp. A F{E ¥ P-ATPHIBRAGE Sl AT © 4E1 pM ATPEMING H 7R & 1N

EMFEIIARICs ©

A2 - FEEHRTIARBTKpY 22340 RIE
Pape
[0163] BTKpY2234AHIE EAFHTRFAVAIE » BEAEE EifEFBTK

Tyr2238ks e (LHY N ZAE7KZE - Bl (CEYTyr223 8 R BTKEYSE 2 7E (Lie 220

FCP-067114

111117667

FEESE A0101

F50H - k60 HEWRAS)

1112025137-0
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&% M 7 A #iI 5 Hr(Ramos)dl AE(CRL-1596, ATCC)H DIBTKpY223 i€ & 4H
(63IDC000, Cisbio)HiE{T -

[0164]) FHEEAKER - AL SLHT4HAE L £0.5% FBSHYRPMII640H i )F 6% 652
/NI o AR TR o AREELE A —EUR B LAE A DR EAECO2E F a5 = /)N
I - PEETZ > AECAImM A8 RRER(PV)EiNa3VO4 (OV)RIF2077 5 - 241% > 4l
i K 72 Al DA 3R e 4 R S =2 DR R AR 1070 s (T 5 4H 42 AL AR 4% 1l
R - B I IxbURR R S YIRS A E RIS R (B T R DM BEDT-BTK-d2
FI#-pBTK-Kif B4 1A - K2 ul/FLEVIXEL AR )& & ) 77 Be £ OptiPlate-38441 7 ffz
(6005620, Perkin Elmer)Hf  JHh1% - 18 nLAVHIAEERREER ST HE TTAG A TRAY
ATEM © SRR &I R B iEiEg - R ENE S B AL 2R ORFF 18/ N - 3%
e S BT FE B R [ AT R (665 nmA1620 nm){FAH ZHYHTRE R 38 25(PHER Astar
FS, BMG) &8 - L&YV I B AE665 nmA1620 nmAY(S 5858 EE < [ERYEL
BRI ARET R » IC50{E LAGraphPad Prism#k (-5 F SO E-E R BUKETH -

&R

[0165] & AYALEBAH Ak L2 g AR AR Fir SEHT A AR A (K 2 1.8+0.2 nM
(n=3)8VRFEIHBTK AR (L -

A3 ¢ EEIARMAARE LA (Rec-1 ~ Mino ~ JEKO-TRITMD-8) g4
AR PRI E
yap

[0166] 3FEMCLAHAG(Rec-1 ~ MinoFIJEKO-1)#11FEABCH 5@ #Y 1 AB4H
RS AHREPR(TMD) R s b5t o - dHREPR IR BT TELA10% a4 B /FBS
(Thermo Scientific) ; 1002 {ir/ml& & Z(Gibco)F10. Img/mlgE B 2 (Gibco)dy
RPMI-1640 4G R E 7437 CHEBERIEHTS % COyZER T - 4RI LIS B iy ia4H
R B30 LA N B4 AR IR FE H 1R 2 RS -

551 H - 60 HEFHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0



1865873

[0167] {b&¥)fERec-1 ~ Mino ~ JEKO-1FITMD-84AE o BY & F ()75
{5 FCell Titer-Glo 3 YE A ARS T HIE (Promega)if 2 - $H3 - A AEPR (R (LI6FL
VR FLRAERV AN S - DUECRO R B IR HARIRY B & - AHIAE LA OBLARFE 21
Pl » —z (=1 - RENEaWoRa > AIIREEFN ST AEEEREN
e faHY Cell Titer-Glog B - f£E SRR IR SR EV2 0 B LI EIR AN RAE - %
EE R B 107 LIE RSO ES RS EAREL - SO ETHIERATPHYE
HINEEE R EHSEAIREAYE - (£ FPHERAstar FSEEEZS(BMG Labtech) &M
SIE(ETR - MRS JIEYICso{E LAGraphPad Prism#k (-4 0l H &3 (E ILAEHY
FHE -

&R -

[0168] {EEWIHYRIIARTEMCLANAEIPRAT 1 fE ABCAISEHEL K B-AHHE

RS TR AR R(TMDS) iy 4R 8 T e 2R L e SR AN s3I (R L7) -

R17  BERANIMR SRR TR
AHAEER | dHRIEEY 3 1C50(nM) | BLAfRZE (M)
Rec-1 MCL 0.36 0.03
Mino MCL 3.8 1.8
JEKO-1 | MCL 20.0 NA
TMD-8 | DLBCL(ABC) | 0.54 0.3

A4 NE T REIANEEYB RS

AP

[0169] HFEFEERENIFT - K/ NIRRT - B4R - N
LU 2 b &Py & 2AJ G HAE 45 S5 & By N [FIRF T BR300 48 - 1~ 2

111117667

412 24/ NEp)(E S ALIRE 229450 - H B EHEIETIFE - R’/ BB
TR - B4 U, o NELA FIBIE /KRB S YR R AATE R H AR

552 H - 60 H(E#EFEHHASE)
FCP-067114

FEESE A0101

1112025137-0
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SR/ NIF TR0 A R ERE L L0 - JaR LU0 ml/kghe EERYRSTERE I L IE &)
(p.0 )45 T ° {E&AEERTH IR P AR B AT ME MY R B4R RS AE -
[0170] PKiRmE e © HRIFHEBENTE - MER(E8/NES0 pL)ftsaaE
{&15 minfE R @ e/ FRMEE TEIEERFIRE 1 TUCRELHE/ N A R R 24/ NEF R
[l ) BAL # 1 35 H A RN RA Y 224850 1R L B R A AT UL R - SR E AR AT
5t o MAEHY 4GSR 30minfE Ba e/ ESRM I T EIERFAFIRE 1T U - mAEHE
F1££3,000 gitfe (01057 s LSRG AE-80°C PrfsF 2 B E 270 AfT -
[0171] PKIHT * S A MAERE(Cmax) M ZE FCmax (Tmax)JHF ] E 1
TR [ A R P ST B R R 4 L -
&R -
[0172] FHIATEICR/NEE A HRERR UL ER ©
S © TMD-8ERERE R T FAIA RT3 5T
RERRRAE Tk
(0173)  #hP)LIERERERE (LB /K 34 - 150 mpkREREEST(.p.) AR
iy (££0.8% Tween 80/EG/K 1 Bff, 125 mpk IR E 5(p.o.) » F—HIEEmRARRZ 21/
RRTHIEE2R » R o AR H HIRMRR I (% 24/ [\ (R B P12 TMD-8
AT - BAHER @ HAREEEEE R TR - VNEER > BEAEEREL
HA ERTat i SR 40RE - REIAE R F T /2 8Y(4°C) PBSH HiIItHEIREfaH YA
HFE(BD, Cat# 356237) » IFEIMRARE 2.5< 10 EH/m] - REERT > R ERRHY
HAEE K E o SRR - F75% L5 R EE/ A A IR T & - &Eh
265k ¢ BEAE A A HE [0 R R TOESTAE200 WIAHRAE RS R H EY 5 <1 0°(E 4
HE
[0174] HHEEALIRHEIFE - (CAHABHERER SB3RGLG - R BIREt T
IS BERYE - FEH10/NE, » /N — R R(BID) LS RI(0.5% 7% HH B afidfe =
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(CMC) + 0.2% Tween 80)FIF[EEE/KEFESWINEYREATEGERIOR - JBFHE
FLAL0 ml/kgRE EEHY A B L IRE 63(p.o.) © fE4RZERTRIR: RF (5 A2 Sl AR e R
FLATERETA - BEW AL RI(EGEE_ AR RE e a(sz b 7T i
REINKRATEMN) » (A T ETHEBRERRE © V=05 x(@xb’)  HiafbiyjhlE
REFRRRRASAIIEAE » SEAITR T-fRR(student T-test) T THETER AT = P <0.054%
no e dta e FRREHY o ALR(EF S EIE (W AR EEREEMN - EEEN
KELsRAeE  (EWT R RFEIE EE R/ N AR IRTEE -
&R
(01751 & AR 82 N ) % {ENOD/SCID/ B 5 T 4 & HYTMD-8
DLBCLEMEMEYI T #ETIeE - (£58 H W R (BIDYEA [FHYEIE /KA LLE 41
ZHAEHORG T 2% - AEEYHS AR ERE(GENTEREEN - iRk
EHIENEAM SN S HATEBE e iR N - AEREV R T aS
FAHHN VIR EIHBRERE
A6 * ZSMEREC-1EERE YRR T R AR5
RERERAE T ¢
[0176] BWLIERBARERZ (LMK TP 2 - 150 mpkAEREE5) I BBy (1
0.8% TW-80RBE/K P&, 125 mpk IR E 6 » —HIERmNEIL 12 1/ N TG
2R BRRK o RRALE FERRR I (& 24/ N R BPREER EC- 14IAE - #21H
ER R EE R TR E - VNEE > BAEERI A ERT
W R AHHE - RPAME T R IF T 2 BY(4°C) PBST R R m & RIE K 1< 10%(H 4 Mg
/ml o BAERT - KEROVABEER K E - &R SR ERE100 pliy
AMAEREF IR P HY 1> 107(E ARG -
[0177) HHREALIRIFE - (CANABETER SB8RGLG - M BIIREt% T ER
IS BERYE - FEH10/NE, » /N — R R(BID) LS RI(0.5% 7% HH B afidfe =

554 H o 60 HEFEHHAS)
FCP-067114

111117667 FEESE A0101 1112025137-0



1865873

(CMC) + 0.2% Tween 80) ~ R [EIFE/KEHLEYHIREAEETIXR © FTAH
TR BT RAZ 1L < JEEFEM LU0 mlkeg B VS E LREE(p.o.) « 1145
SERTRIAT ST AL B8 21 FLAE MM AR 45 5 A0S - AR EOsRR (533 Rt
REHEZ=) o (AR BN E S REZE/ NEATERVERRTS(E « PHTTEE R
EEMEE o AL EBMEASEEE RN ERL T - H/NEE 2SR E
BSET o

[0178] HRERIIHT © FEHiKaplan-Meier 7RI TFIE 7T © IS
HE & B L B AT RO REE K 2B Y50 U B E i P48 LIRS ] - B4R - 5
BOPEER EI(MST) ~ B A% E (E & Hiv E HvE BEI(RST) M aiHy Y
JOALS)  FEFE E 2 Ry & 50%0Y /N B SR T BB BF RS o ILSHE A T =EF

el

+

_Pl‘

I

il

%ILS= (MST-MST(#L2]))/ MS T(#L2:])X 100
{51 FH Gehan-Breslow-Wilcoxon&5 Hl /L & 4H 2 I TERETEE 7347 o P < 0.05%%
rosy e ia e R -
&R
[0179] (L& %1AY & AR R H #1 ¥INOD/SCID/)N B, 7 % 47 EREC-1
MCLEZE YRR E (B DUEREN: - (b&W S AAEZ R R
RIEA Y
HERT - BRIARFHEE
[0180] Efiss&HIEERREMFNIEE » AL RKEMKFHI28K
GLPHFEAT — LR T M FE e HEA L S W18Y S A AE A FE R E R ER R AT 4 2
M o BEEEIASUE B EIEN U SRV ER IR AR 4 v E R R E R E - JLILSEW
FF - AEYE R A AR EHE ML 2 EEEE R - B E RS - &
I EIEKAE PG A AR TE B EBRIET - fERER T » TR (DR
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4t (coagulation) FIZ ALk S FERERYEL o IEMABHNG A RCRRIL S5
-
RS - EEIAREEY B 2

[0181] &S rEmzgHILC-MS/MS 5 A I R4 A iy Sprague-Dawley X E8,
FI/NER P ERE45 T ZRIE4 T L&Y &I AR EEYE) T2 (PO
?—E o

[0182] LEPNHYSEEAEREFEA RGFIYOREVFAE - E1EX
B8 FP AR R AR IR WOl g 37t S B I BB BRFR(CL) » FEMEM: R - BT
B E#0E FRGMER o R EIVGIEE A RSLT o fEEMEFIEME R EF - 78
Z ROk HER AT FEE Rt EEY - (LEYH S AL E 4
AL AERRZR(CL) ~ HETFIVEYFHEFE%) - HE B S ER S M
PK » HERFEZRORGER SHIEEYINER -

HIE9 : BEIAFADME

[0183) AbL&MNEZ LS TEAS - (BAEASAEAR R - RIHZEEYA
Ao RIS -

[0184] 1 ARt 8 F i B (b & PI1HY & BUASS A 7HE + 829 (U
CYP[E T EHCYP1A2 - CYP2B6 ~ CYP2C8 ~ CYP2C9 - CYP2C19 ~ CYP2D6#(I
CYP3AICsofE i HEZEFHE /L&Y FZCYPE LES FAYEFE fHE il H1 8
B o #HACYP2C8 (ICso = 4.03 pM) ~ CYP2C9 (ICso = 5.69 uM)FICYP2C19 (ICs0 =
7.58 pM)E RG] - (HZE T HALCYPE TEHIFEIE - (L& N IETE
FEZAYACYP EAK A HE 2R BB MCYPHIHIE - CYP3IAZ ARt EE+F &
ECHAY T ECYPREL) A -

BEH12 BERaABRRAE
(D{E BA M HIBAA AL M R R Y 2B & TP & By IR AL & TRV L HIER R B
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R
[0185) {bE&EWNATESefe A (first-in-human)AY 25 90 ~ BERCIE AT 1HA
s B RN nE N PERE AT MR R (D —— 8 K25 B A WY BI R IR P

FR B E RIS ERRERL > T EE5TEIE ST 100 &3 - B39 E
& B E AR T AL o By 2 S B K H AL TR E R AT
THNAMILEE - A EeVIVERIESRRIS R T RSB 5 « B8 - e
PEANTIR - AL IEAL A THY R E R 5UBR TP i — 20 £R %320 mgf R —R(QD)H

160 mg& K 2K (BID)

[0186] 20154E10H19H » BRI HAVELL HE - CaSBRZL229(F <8
ZE - BEE3ETRENECR) - UEIER 7Y E0 7> 2 HE(VGPR)FI2 5[ &1 7 28 e
(PR) - 4HAREEAVE fEARGEAESRISH » 39 B E AV IALI A BT 6 > 14

HEERE  GEZIHE BT B REHEERNESE -
[0187) 18 BEHMHGEERE
BEHRE | EEERE ORR
{EEEE) | CR PR SD PD (CR + PR)
5%@2‘ 220 (83- 0/14 13/14! 1/14 0 13/14
S 329) (0%) (93%) (%) (0%) (93%)
3%
EAIRENK | 148 (84- 2/10 6/10 1/10 1/10 8/10
&t 392) (20%) (60%) (10%) (10%) (80%)
gggﬁ; 271 (11- 0/7 6/7> 0/7 1/7 6/7
: 398 0% 86% 0% 14% 86%
EAME ) (0%) (86%) (0%) (14%) (86%)
DLBCL |29 (20- 1/4 0/4 0/4 3/4 1/4
236) (25%) (0%) (0%) (75%) (25%)
#&M: NHL | 233 (215- |02 0/2 212 0/2 0/2
250) (0%) (0%) (100%) (0%) (0%)
FE4HEE 362 0/1 1/1 0/1 0/1 1/1
s (0%) (100%) (0%) (0%) (100%)
BERE o4 0/1 0/1 0/1 1/1 0/1
RS (0%) (0%) (0%) (100%) (0%)
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ZE(stable disease) ; PD =

EUlE

E ¢ CR=5g22E | PR = &7 2)E  SD = JH1EE
TR  ORR = HEH & ER

[0188) 8fr & EEAMEEY - GFE6(r Y BRIm % e H20r i
IRy B AR B RY A BB - BB TR dh e i sk
HHERAFHENRAMILT < /A BYHRERBRES EF(SAE) - FRE
HFEVSER 2 NEESFRRI AR - LR E T E R 18 Eek HA R Ia B IRHIE
HY o f£> SSRAERYIO T » MBI FEE RS & AT RE B EEVIAERRRY- AT RIS R
H PRV MR AlAE D - AREIER T IE - A—PIRHI > EER3HEES
A MR ECE T FRAVEA LM - e B A GUERYHE 2 By E4IAE
MEREETHIGIHM ¢ % HMFE AL IFE%(drug hold)HIfETE8 4 » i HAEEHT
FIAEEYIUER GRS - L BRI HEE B e SRR - 6L & & RA
O SRR B IR( AT HYER SR S - I I WiE B BB AF B4 -

(DAL B FLEE BT im ERRE B ME(WM)RY B & PSRy IEAE & THY]
SRR PR B R

[0189) AbE¥IEBAIALENERERE T HY 2 Fo0 ~ BRUE R BV LI ERAE
BRHIGE ~ Brvan ~ SEEIRISEENETT - AR e R aFE R /28
PR ELE SR ERRE B MAE(R/R WMRTBRITT S MRS PR E R I B
FIEIE SRS E AR - SUBRAYE B 2R I EHGEEE /40 mg %320 mgHy&EEH
REE - HETTRVEESRRE T B160 mgH R WK (BID)=320 mgfgR—K
(QDHYHGHE - 420173 H31H - BLEF TSI © IRELEIEIERY
BN EWMEIPRBET & (IWWM)FRAE R E 220 -

[0190] FIHAIAIL  ALE&¥NERHNESYUHERRI BN Z BY
RAREIE o 4 BEMHABERE A E IRIYED — A e B ERY © fE48{ B 1 a]
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AHE R Z EHEA B REVERIAZHIAE (>10%) R R/ SR E(35%) ~ ERFR
R (G1%) ~ {H RiN25%) ~ BEIR(19%) ~ & H [m(19%) ~ BE La(17%) ~ 1% B
(15%) ~ EI1M(15%) ~ BEE(15%) ~ F ot SR (13%)F K2 25(13%) - HA T
AL BB TR SR B4R » B T 34RECAGR Y & i A0 Mot A AR (2% F58%) LA
Fe 38R BAR B RE R AIHR R (2 F52%) = S B B HYAEML R {5 s o] g BB &Y 1H
B IEE AR - LSRR - 4ERE R RNV A MR AR D A BRI
131 o AE52 B HIBREHIAES - G5 3010 55 SRER (S K 140 B4 1 1§ 28
Y HH (R R ) » 7 25 B 38R B B e 4R Y H [T B A S 4R H R A 2 4 Y
1 o M(EBHFEEDERF L« LRERTR - Ay AR TR & 16 -
[0191) & RHEUER - 4217 BE 0] T2IERRHE - S aTaHE YR
BE AR FETSE NN 12ERERE - 3L IgM < 500me/dIFyEZ A7
A2 DIE B B RIgMA B HERY B © 1212 38 H (4.4-30.5(8 F)HY B BE 7B,
ORR590% (38/421ir &2 #)H + B E E R K76% (32/420 £ 7) » H H1E43%
(18/42)89 52 % B VGPR A A133% (14/42)f 535 th B B4 250E o
()L BN Mk S AR M B R A0 NS 4R AR 1 R S 88 (CLL/SLL)HY 2 2
(L&Y IEAL A TRY 1 BARE R R4 T
[0192] (LEWLEABAMEMREREHEETNZ L0 - FRIESD
VRSB AR A FIEE ~ Brvhnd - REIREEET - A EmEmeRREEE
(TN)FO{E 2 M/ 8 6 (R/R) CLL/SLLAVEER R S MR T b i 7 2 R 3 P E A
S HRTRIS L - SBRAYEN & IR P B RIGR #iE (240 mgZ2320 mgHY & H 48R
AT T HYEIEFEREE 7T 5160 mgfE KR X(BID)E(320 mgiEK—(QD)
ARIEARIE © (2201743 H31H » 69 B A CLLECSLLAYEE(18 TN, 51 R/R)E
FLAIISE
[0193] AL&EWNEIREA{LCLL/SLLE S REAT - (E[EFHRAVR L BIA%
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R R ZFE(AE) (>10%) 5 775 B4R B/ (5(46%) ~ FF 55(29%) ~ | ORIk 7 R 2%
(28%) ~ IZWR(23%) ~ HEE(22%) ~ BHIK(19%) ~ M FR(15%) ~ BE.0:(13%) ~ 25
(13%) ~ BAEIRE(12%) ~ AILAREEE(12%) MR B B E(12%) + A IS Ry 14k
B4R - BR T IHBSRRRE(Z N i) - HORERR EZERMEH: - SIMYZRE
AR RSB E R AR AR 12450 0 5 SRR &5 151 - 45T 18BIE EEAE (SAE)# 41T
13fir BE > Hp R IR B2 HSAE# 4 - [E I BEHIPAE - B24%
R AR 2 (1) E 5 -

[0194] {EERHEUERE - 66fi7 B (16 TNFIS0 R/R)EAHE12 EHIMER
AT EEE E LR - i B3 S R E B A/ N 12E RIS o (210,58 H(2.2-
26.8{[F A)HyH {ERERFF - SEEHEAR(ORR) F94% (62/66) » ELAT{E3% (2/66)H7&E
Zrh5E 2 ZEHE(CR) 0 {£82% (54/66)HY B & T El 47 22 (PR) H A19% (6/66)8Y B
T B R E AIHEHE 2 HYPR (PR-Ls) = 1£5% (3/66)iY & & F B 2R H18 E
(SD) « B A RIHERRR AT EETEE 12F A 1RIEHR B o R EERREE - A1
I EE 7 (L o f/ETN CLL/SLLHF - {£7.6{F H(3.7-11.6(8 A)Hy+H{E A -
ORR £100% (16/16) » Hrfif£6% (1/16)FJEEZETCR » 1181% (13/16)47EFE PR
HA£13% (2/16)fJ 32 FPR-L « fER/R CLL/SLLH » f£14.0{# F(2.2-26.8(F 5 A7
b {E BB 5% RS > ORRE92% (46/50) » b f12% (1/50)f 5 3 F1CR » {£82%
(41/50)HyFEZHPR HAL8% (4/50)HY B E HPR-L  1£:6% (3/50)EFE HEIZFIHIH

RIE °

o

[ FF5ReR0E )

-
i
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[ A 5 55 S5 A
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[E5°KIEL] — R (L EP1ay A

'Prﬂh'
et

fe&l

=

HipdamittayyERREp P AGR ey a R EE - Hfaml
RS B LUT2 0 AR ERVCTATIE Z XS G K CTHTE 0.2" -

16.410.2°A121.440.2° -
[555KIA2 ) ARIREROKIAAY A > Hor Rl &
B0y 0T &Y i 2 X 3 & by oK 107 8% [l ¢ 12.2202° -

16.4+0.2°%121.440.2° -

AR EA T 20ME
12.940.2° ~ 14.840.2° -

15.60.2° »
TE T A R L R

[E5°KIE3 ] MRRERRIE RS > At At E
BRI R5%979.7°C -
(E5°KIH4] RIZSE KRR RA - H iRt e O 2 2 S i AR A
ERZE/D90% -
» oo AT A T S R SR AR RS R R By

[55°KTH5] RIR 5 K IH4RY A

45% -

[E5°KIH6] RIS KIA2HY ER 2 H R RS

B> Horr pT At

EREDVIT% -
sAoKIET ] MRIZEEKIEARY S AT FLp Rl 3 Sl 599.3% -
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(1274 12 § 26 I E|

[E5°KTEH9 ] FRABEESKIESHY A4S - H ¢

P E T =B B LR Y R R S 5%979.7°C

ATl E P 2 B R ARG i E K 2 /097% ¢

Pt S A A B REARDR IS £y 139 22°C

FITLE IR EI80°C T i E2 R R B Hah A=

P IER Y 4925°C - 60% HE SR E T il 17 = 2 24118 A 18 R ol 88 HL 4 2
= H

FTALER AR EJ40°C ~ T5%IHET R T RhfE = 2E6MH H R R B L AE S A=

[E55KIH10]) FRIBEEORIE2EY AL - Hor Bt 22 TP E AT B B i LR
HY FR e R R F54979.7°C -

[ FEoKIE1) RAR S SKIE2AY AT » Ho P it o 2R 0 4 B RE 4R 8 R 139
+2°C «

[E5°KTH12] AREEEERIE2AY S - H A Al FAVRLI80°C T fifE2 R ig R
DU HLAE S AR o

SEOKIA13 ] FRAREESRIE2AYE A - H A AR B R 4925°C ~ 60% HHETREE
T 24 H R B H A R A -

[E5°KIEH14 ] FRAREE KIH26Y 5,
T EEfEE EE6(E A e R B H A R A o

[FFKIEIS]) MREgEFRm2ny &8 LAt SRR s BRI T20M
FEE YT I8 2 X3 45 8 R CTST [ ¢ 12.240.2° ~ 12.940.2° ~ 14.840.2° -
15.640.2°, 16.4+0.2° ~ 17.740.2° ~ 18.5+0.2° ~ 20.7+0.2°F121.4+0.2° -

[E55kTE16] —ERIBFE KA 15 E—TE 2 SRR - HAGRANEE
a2z el H 2 B- AR JE MR R R Y B B L

LA prt B- 4 AT TE I R (R 28R E I MRS AR M B R /N ARES 4R
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HLAP Rl R AR 4940°C ~ TSPMHENRE
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PEMER -
MR AT R B R -

[E5°KIH17 ) HRIRERSKIE 6.2 FAR
R ERT -

[E53KIH18] fRIZFFKIAITZ AR -

160 mg ~ HIEFE T ©

[F5°KIH19]) RIBEHKIEITZ HAR

320 mg L FHIEFE T ©
FEOKIE20]) TRIBEE
FEoKTE21]) TRIEER

MRS

[E53KIH23] MRIZEFRIENT Z AR -

Wi EBKE B IIE -

[E53KIH24] RIZERCRIENT Z AR -

MRS

[E53KIE25] MRIZERRIENT Z AR -

MRS

[E53KIH26] MRIZERRIELT Z AR -

% -

s oKIA27] —RE(LEPIEY AL

EARTRER - ST m EEKE A MAE

> ELA AT

SKIALT Z %k -
SKIALT Z
AR B i s/ N E R MR

[E53KIH22] MRIZERRIENT Z iR -

(1274 12 § 26 I E|
BGEIMNRERE RE

A% 140 mg/ K £ 320 mg/

BARWX (BID)

o A e B- MRS R MR S e M

Hodr A e B- MRS R MR e AR

o A e B- MRS R MR 2 FLE &

H A Al B-HAE g TR M R IR &
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o A e B- MRS R MR S IR
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